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<210> 535 A
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<212> DNA
'<213> Homo' sapiens
<400> 535 - e - - - ol :
atgtacagga tgcaactcct gtcttgcatt gcactaagtc ttgcacttgt cacaaacagt 60
~gcacctactt caagttctac aaagaaaaca cagctacaac‘tggagcattt actgctggat 120
ttacagatga ttttgaatgg aattaataat tacaagaatc ccaaactcac caggatgctc 180
acatttaagt tttacatgcc caagaaggcc acagaactga aacatcttca gtgtctagaa 240
. gaagaactca aacctctgga ggaagtgcta aatttagctc aaagcaaaaa ctttcactta 300
.agacccaggg acttaatcag caatatcaac gtaatagttc tggaactaaa gggatctgaa 360
acaacattca tgtgtgaata tgctgatgag acagcaacca ttgtagaatt tctgaacaga 420
tggattacct tttgtcaaag catcatctca acactgactt ga 462
<210> 536
<211> 153
-<212> PRT
<213> Homo sapiens
<400> 536 .
Met Tyr Arg Met Gln Leu Leu Ser Cys Ile Ala Leu Ser Leu Ala Leu
1 5 10 15
Val Thr Asn Ser Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu
20 25 30
Gln Leu Glu His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile
35 40 45
Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg Met Leu Thr Phe Lys Phe
50 - 55 60 °
Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His Leu Gln CYs Leu Glu
65 70 75 80
Glu Glu Leu Lys Pro Leu Glu Glu Val Leu Asn Leu Ala Gln Ser Lys
85 90 95
Asn Phe His Leu Arg Pro Arg Asp Leu Ile Ser Asn Ile Asn Val Ile
100 - 105 110
.val Leu Glu Leu Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala
115 120 125
Asp Glu Thr Ala Thr Ile Val ‘Glu Phe Leu Asn Arg Trp Ile Thr Phe
: 130 135 ' 140
'Cys Gln Ser Ile Ile Ser Thr Leu.Thr.
145 150

4139
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365
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Lys
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350
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Glu Val Ser Leu val Ser

580

Val Arg Asn Gly Lys Gly Lys

585

Cys Cys
590

Lys

Met Pro Ala Glu Leu val

600

Glu Ala Ser

595

Pro Lys Arg Cys. Asp

His
605

Thr
620

Leu val

615

Val Leu Asn Gln Cys Leu His Glu Pro Val Ser

610

Lys Asp

Thr Val

635

Arg Val Thr Cys Glu Ser Leu Asn Pro

625

Lys Cys

630

Arg Arg Cys

640

Ala Glu Val Asp Glu Vval’ Glu

645

Pro Phe

655

Phe Ser Leu Thr Lys Asn

650

‘Phe
660

Thr Ala Ile Ser Glu

670

Ala Glu Phe His Asp

665

Cys Lys

Ile Gln Thr Val His

680

Ala val Glu Leu

685

Gln
675

Glu Lys Lys Leu Lys

Ala Thr Ala Vval

700

Glu Gln Phe

695

Pro Leu Met

690

Lys Lys Lys Lys Asp Asp

Asp Glu Thr
715

Ala
705

Ala Phe Val Glu Lys Ala

710

Cys Cys Lys Asp Lys Cys

720

Phe Ala Glu Glu Gly Ala

725

Val Ala

730

Ala Ala

735

Lys Lys Leu Ser Gln Leu

Gly Leu

| <210>
- <211>
<212>
<213>

538
453
DNA
Homo sapiens

'<400> 538

atgcaactcc
tcaagttcta
attttgaatg
ttttacatgc
aaacctctgg
gacttaatca
atgtgtgaat
ttttctcaga

<210>
<211>
<212>
<213>

539
153
PRT
Homo

- <400> 539

tgtcttgcat
caaagaaaac
gaattaataa
ccaagaaggce
aggaagtgct
gcaatatcaa
atgctgatga
gcatcatctc

sapiens

tgcactaagt
acagctacaa
ttacaagaat
cacagaactg
aaatttagcet
cgtaatagtt
gacagcaace
aacactgact

cttgcacttg
ctggagcatt
cccaaactca
aaacatcttc
caaagcaaaa
ctggaactaa
attgtagaat
tga

Met Tyr Arg Met Gln Leu Leu Ser Cys Ile Ala

1

5

10

422

tcacaaacag
tactgctgga
ccaggatget
agtgtctaga
actttcactt
agggatctga
ttctgaacag

tgcacctact
tttacagatg
cacatttaag
agaagaactc
aagacccagg
aacaacattc
atggattacc

Leu Ser Leu Ala Leu

15

60
120
180
240
300
360
420
453



val

Gln

65

Glu

Asn

Val

Asp

- Ser.

145

<210>
‘<211>
<212>
<213>

WO 2005/003296

Thr
Leu
Asn
Met
Glu
Phe
Leu

Glu

Asn
Giu

35
Pro
Leu
His
Glu

115

Thr

130 .

Gln

Ser

540
738
_PRT
Homo sapiens

<400> 540
Met Tyr Arg Met Gln

1

val

Gln

Asn

65

Glu

Asn

val

Thr

Leu

Asn

50

Met

Glu

Phe

Leu

Asn

Glu

35

Pro

Leu

His

Glu
115

ser

20

His

Lys

Lys

Lys

Leu

100

Leu

Ala

Ile

Ser

20

His

Lys

Lys

Lys

Leu

100

Leu

Ala

Leu

Asn

Lys

PIO‘
- 85

Arg

Lys

Ile

5

Ala

Leu

Asn

Lys

Pro

85

Arg

Lys

Pro

Leu

‘Pro

Ala

70
Leu
Pro
Gly

Ile

Sex
150

Leu
Pro
Leu
Pro
Ala

70
Leu

Pro

Gly

Thr

Leu

Lys

55

Thr

Glu

Arg

Ser

val
135

Leu

Thr

Leu

Lys '

55

Thr

Glu

Arg

Ser

Ser
Asp

40
Leu
Glu
Glu
Asp
Glu
120

Glu

Leu

Ser
Ser
Asp

40

Leu

Glu

Glu

Asp

Glu
120

Ser

25
Leu
Thr
Leu
val
Leu

105

Phe

Cys
Ser

25
Leu
Thr
Leu
val
Leu

105

Thr

Ser

Gln

Arg

Lys

Leu

90

Ile

Thr

Leu

Ile

10

Ser

Gln

Arg

Lys

Leu

Ile

Thr
Met
Mét
His

75
aAsn
Ser

Phe

Asn

Ala
Thr
Met
Met
His

75

Asn

Ser

‘Phe

423

Lys
Ile
Leu

60
Leu
Leu
Asn

Met

Arg
140

Leu
Lys
Ile
Leu

60
Leu
Leu

Asn

Met

Lys

Leu

45

Thr

Gln

Ala

Ile
Cys
125

Trp

Ser

Lys

Leu

45

Thr

Gln’

Ala

Ile

Cys
125

Thr

30
Asn
Phe
Cys
Gln
Asn
110

Glu

Ile

Leu
Thr

30
Asn
Phe
Cys
Gln
Asn

110

Glu

Gln

Gly

Lys

Leu

Ser

PCT/US2004/001369

Leu
Ilg
Phe
Glu

80

Lys

95

val

Thr

aAla

15

Gln

Gly

Lys

Leu

Ser

95

Val

Tyr

Ile
Ala

Phe

Leu
Leu
Ile
Phe
Glu
Lys
Ile

Ala



Asp

Cys
145

~ Lew

val

Asp
.225
Gln
Val
Lys

Pro
305

Cys
Glu
oys
val
VSer
. 385

Gly

Ile

WO 2005/003296

Glu
130

Gln

His

Ile

Lys

Glu

210

Lys

Asp

His

Asp
Lys
290

Glu

Cys

Leu

Ala

Ala

370

Lys

Asp

Cys

Ser

Arg

Ala

Ile

Phe

Phe

180

Leu:

195

Ser

Leu

Cys

Lys

val

275

Tyr

Leu

Gln

Arg

Ser

355

Arg

Leu

Leu

Glu

vVal

Ala

Cys

Cys

Asp

260

Met

Leu

Leu

Ala

Asp

340

Leu

Leu

val

Leu

Asn
420

Ile
Lys
165
Ala
Asn

Glu

Ala
245
Asp
Cys
Tyr

Phe

Ala
325

Glu

Gln

Ser

Thr

Glu

405

Gln

Ile
Ser
150
Asp
Gln
Glu
Asn
val
230
Lys
Asn
Thr
Glu
Phe

310

Asp

Gly -

Lys

Gln

Asp

390

Cys

val
135

Leu

Val

Cys

215

Ala

Gln

Pro

Ala

Ile

295

Ala

Lys

Lys

Phe

Arg

375

Leu

Ala

Ser

Glu

Leu

Gly

Leu

Thr

200

Asp

Thr

Glu

Asn

Phe

280

Ala

Lys

Ala

Ala

Gly

360

Phe

Thr

Asp

Ile

Phe
Thr
Glu
Gln
185
Glu
Lys
Leu
Pro
Leu
265
His
Arg
Arg
Ala
Ser
345
Glu
Pro
Lys
Asp

Ser
425

Leu Asn
Asp Ala
155

Glu Asn
170 '

Gln Cys
Phe Ala
Ser Leu
Arg Glu

235

Glu Arg
250

Pro Arg
Asp Asn
Arg His

315

Cys Leu
330

Ser Ala

Arg Ala

Lys Ala

Val His
395

Arg Ala
410

Ser Lys

424

Arg

140

His

Phe

Pro

Lys

His

220

Thx

Asn

Leu

Glu

Pro

300

Ala

Leu

Lys

Phe

Glu

380

Thr

Asp

Leu

Lys

Lys

‘Phe

205

Tyr
Glu
Val
Glu
285
Tyr
Ala
Pro
Gln
Lys
365
Phe
Glu
Leu

Lys

Ile

Ser

Ala

Glu

190

Cys

Leu

Gly

Cys

Arg

270

Thr

Phe

Phe

Lys

Arg

350

Ala

Ala

Cys

Ala

Glu
430

Thr

Glu

Leu

175

Asp

val

Phe

Glu

Phe

255

Pro

Phe

Thr
Leu
335

Leu

Trp

Glu

Cys

Lys

415

Cys

PCT/US2004/001369

Phe
val
160
Val
His
Ala
Gly
Met
240
Leu
Glu
Leu
Ala
Glu
320
Asp
Lys
Ala
val
ﬁis
400

Tyx

Cys



Glu

Ser
465
Gly

" val

Glu

Cys
545
‘Leu
val
His
val
Arg

625

Phe

Glu
Lys
Ala

-705

Phe

WO 2005/003296

Lys
Glu
450
Lys
Met
Leu

Cys

Phe

530

Glu

Vval

Glu

Pro

Leu

Pro
435

Met

Asp

Phe
Leu
Ala
515
Lys
Leu
Arg
Val
Glu

595

Asn

610 -

val

Ser

Glu

Arg

Pro

690

Ala

Ala

Thr

Ala

Thr

Gln
675

Lys.

Phe

Glu

Leu

Pro

val

Leu

Leu

500

Ala

Phe

Ser
580
Ala
Gln
Lys
Leu
Phe
660
Ile
Ala

Val

Glu

Leu
Ala
cys
485
Arg
Ala
Leu
Glu

Thr

Giu
Asp
Lys
470
Glu
Leu
Asp
Val
Gln

550

Lys

565

Arg

Lys

Leu

Cys

Glu

645

Lys

Thr

Glu

Gly
725

Asn
Arg
Cys
Cys
630
\fal
Phe
Lys
Lys
Lys

710

Lys

Lys Ser
440

Leu Pro
455

Asn Tyr
Tyr Ala
Ala Lys
Pro His

520

Glu Glu
535

Leu Gly-

Lys Val
Leu Gly

Met Pro
600

Val Leu
615

Th.r- Glu
Asp Glu
Hj.s Ala
Gln Thr

680

Glu Gln
695

Cys Cys

Lys Leu

His
Ser
Ala
Arg
Thxr
505
Glu
Pro
Glu
Pro
Lys
585
Cys
His
Ser
Thr
Asp
665
Ala
Leu

Lys

val

Cys Ile
Leu Ala

Glu Ala
475

Arg His
490

'1;yr Glu
Cys Tyr

Glﬁ Asn
Tyr Lys
555

Gln Val
570

Val Gly
Ala Glu
Glu Lys
Leu Val

635

Tyr Val
650

Ile Cys
Leu Val
Lys Ala
Ala Asp

715

Ala Ala
730

425

Ala
Ala
460
Lys
Pro
Thr
Ala
Leu
540
Phe
Ser
Ser
Asp
Thr
620
Asn
Pro
Thr
Glu
val
700

Asp

Ser

Glu
445
Asp

Asp

Asp

Lys
525
Ile

Gln

Lys
TYYr
605
Arg
Lys
Leu
Leu
685
Met

Lys

Gln

vVal

Phe

Val

Leu

510

val

Lys

Asn

Pro

Cys

590

Leu

val

Arg

Glu

Ser

670

val

Asp

Glu

Ala

Glu
vVal
Phe
Ser
495
Glu
Phe
Gln
Ala
Thr
575
Cys
Ser
Ser
Pro
Phe
655
Glu
Lys
Asp

Thr

Ala
735

PCT/US2004/001369

Asn

Glu

Leu

480

val

Lys

Asp

Asn

Leu

560

Leu

Lys

Val

Asp

Cys

640

Asn

Lys

His

Phe

Cys
720

Leu



WO 2005/003296 PCT/US2004/001369

Gly Leu
<210> 541
<211> 453
<212> DNA
<213> Homo sapiens
<400> 541
atgcaactcc tgtcttgcat tgcactaagt cttgcacttg tcacaaacag tgcacctact' 60
tcaagttcta caaagaaaac acagctacaa ctggagcatt tactgctgga tttacagatg 120
attttgaatg gaattaataa ttacaagaat cccaaactca ccaggatgct cacatttaag 180
ttttacatgc ccaagaaggc cacagaactg aaacatcttc agtgtctaga agaagaactc 240
aaacctctgg aggaagtgect aaatttaget caaagcaaaa actttcactt aagacccagg 300
gacttaatca gcaatatcaa cgtaatagtt ctggaactaa agggatctga aacaacattc 360
atgtgtgaat atgctgatga gacagcaacc attgtagaat ttctgaacag atggattacc 420
ttttctcaga gcatcatctc aacactgact tga 453
<210> 542
<211> 153
<212> PRT
<213> Homo sapiens
<400> 542 .
Met Tyr Arg Met Gln Leu Leu Ser Cys Ile Ala Leu Ser Leu Ala Leu

1 ) 10 15
Val Thr Asn Ser Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu

20 25 30
Gln Leu Glu His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile
35 40 45
Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg Met Leu Thr Phe Lys Phe
S0 55 60

Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His Leu Gln Cys Leu Glu

65 70 75 80
Glu Glu Leu Lys Pro Leu Glu Glu Val Leu Asn Leu Ala Gln Ser Lys

: 85 90 95
Asn Phe His Leu Arg Pro Arg Asp Leu Ile Ser Asn Ile Asn Val Ile
100 105 110
Val Leu Glu Leu Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala
115 120 125
Aép Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe
130 135 140

Ser Gln Ser Ile Ile Ser Thr Leu Thr

145 150
<210> 543
<211> 742
<212> PRT ‘
<213> Homo sapiens

426



WO 2005/003296

<400> 543
Met Lys Trp

1

Tyx

65

Gln

Tle
Cys
Trp
145
Lys

Lys

Phe

“Thr
225
Tyr
Glu

val

Glu

Ser
Thr
Asn

50
Phe
Cys
Gln
Asn
Glu
130
Ile
Ser
Ala

Glu

Cys
210
Leu
Gly
Cys

Arg

Thx

Arg

Gln

35

Gly

Lys

Leu

Serxr

Val
115

Glu

Leu

Asp

195

val

Phe

Glu

Phe

Pro

275

Phe

Val

Ser

. 20

Leu

Ile

Phe

Glu

Lys

100

Ile

Ala

Phe

val

val

180

His

Ala

Gly

Met

Leu
260

Glu

Leu

Ser

Leu

Gln

Asn

Glu
85

Asn

val

Asp

Cys

Ala

165

Leu

vVal

Asp

Asp

Ala

245

Gln

val

Lys

Phe

Asp

Leu

Met

70

Glu

Phe

Leu

Glu

Gln

150

His

Ile

Lys

Glu

Lys

230

Asp

His

Asp

Lys

Ile

Lys

Glu

55

Pro

Leu

His

Glu

Thr

135

Ser

Arg

Ala

Leu

Ser

215

Leu

Cys

Lys

val

Tyr

Ser
Arg
His
Lys
Lys
Lys
Leu
Leu
120
Ala
Ile
Phg
Phe
val
200
Ala
Cys
Cys
Asp
Met

280

Leu

Leu
Ala
Leu
Asn
Lys
Pro
Arg
105
Lys
Thr
Ile
Lys
Ala
185
Asn
Glu
Thr
Ala
Asp

265

Cys

Leu

10

Pro

Leu

Pro

Ala

Leu

90

Pro

Gly

Ile

Ser

Asp

170

Gln

Glu

Asn

val

Lys

250

Asn

Thr

Glu

Phe

Thr

Leu

Lys

Thr

5

Glu

Arg

Ser

Val

Thr

155

Leu

val

Cys

Leu

Ser

Asp

Leu

60

Glu

Glu

Asp

Glu

Glu

140

Leu

Gly

Leu

Thr

Asp

© 220

Ala

235

Gln

Pro

Ala

Ile

427

Thr

Glu

Asn

Phe

Ala

Phe Ser

Ser Ser
30

Leu Gln
45

Thr Arg

Leu Lys

Val Leu

Leu Ile
110

125

Phe Leu

Thr Asp

Glu Glu

Gln Gln
190

Glu Phe
205

Lys Ser

Leu Arg

Pro Glu

Leu Pro
270

His'Asp
285

Arg Arg

Ser

15

Thr

Met

Met

His

Asn

95

Ser

Phe

Ala

Asn

175

Cys

Ala

Leu

Glu

Arg

255

Arg

Asn

His

PCT/US2004/001369

Ala

Lys

Ile

Leu

Leu

80

Leu

Asn

Met

Arg

His

160

Phe

Pro

Lys

His

240

Asn

Leu

Glu

Pro
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290 _ 295 4 300

Tyr Phe Tyr Ala Pro Glu Leu Leu Phe Phe Ala Lys Arg Tyr Lys Ala
305 310 318 320

Ala Phe Thr Glu Cys Cys Gln Ala Ala Asp Lys Ala Ala Cys Leu Leu
325 330 335

Pro Lys Leu Asp Glu Leu Arg Asp Glu Gly Lys Ala Ser Ser Ala Lys
340 345 350

Gln Arg Leu Lys Cys Ala Ser Leu Gln Lys Phe Gly Glu Arg Ala Phe
355 360 365

Lys Ala Trp Ala Val Ala Arg Leu Ser Gln Arg Phe Pro Lys Ala Glu
370 375 380

Phe Ala Glu Val Ser Lys Leu Val Thr Asp Leu Thr Lys Val His Thr
385 390 385 400

Glu Cys Cys His Gly Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala Asp
405 410 ‘ 415

Leu 2Ala Lys Tyr Ile Cys Glu Asn Gln Asp Ser Ile Ser Ser Lys Leu
. 420 425 430

‘Lys Glu Cys Cys Glu Lys Pro Leu Leu Glu Lys Ser His Cys Ile Ala
435 440 445 :

Glu Val Glu Asn Asp Glu Met Pro Ala Asp Leu Pro Ser Leu Ala Ala
450 455 460

‘Asp Phe Val Glu Ser Lys Asp Val Cys Lys Asn 'Tyr Ala Glu Ala Lys
465 470 475 480

Asp Val Phe Leu Gly Met Phe Leu Tyr Glu Tyr Ala Arg Arg His Pro
485 490 495

Asp Tyr Ser Val Val Leu Leu Leu Arg Leu Ala Lys Thr Tyr Glu Thr
500 - 505 o . 510

Thr Leu Glu Lys Cys Cys Ala Ala Ala Asp Pro His Glu Cys Tyr Ala
515 N 520 - . 525

Lys Val Phe Asp Glu Phe Lys Pro Leu Val Glu Glu Pro Gln Asn Leu
530 535 540

Ile Lys Gln Asn Cys Glu Leu Phe Glu Gln Leu Gly Glu Tyr Lys Phe
545 550 555 : 560

" Gln Asn Ala Leu Leu Val Arg Tyr Thr Lys Lys Val Pro Gln Val Ser
. 565 570 » 575

Thr Pro Thr Leu Val Glu Val Ser Arg Asn Leu Gly Lys Val Gly Ser
580 585 ] -590 .

Lys Cys Cy¥s Lys His Pro Glu Ala Lys Arg Met Pro Cys Ala Glu Asp

428
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<400> 543

Met Lys
1

Tyr Ser
Lys Thr
Leu Asn

50

. Thr Phe

65
Gln Cys
Ala Gln
Ile Asn
Cys Glu
130

Trp Ile
145

Lys Ser
Lys Ala
Phe Glu

210

.Thr Leu
225

Tyr Gly
Glu Cys

val Arg

Glu Thr

Trp

Arg

Gln

Gly

Lys

Leu

Sex

Val

115

Thr

Glu

Leu

Asp

195

val

Phe

Glu

Phe

Pro

275

Phe

Val Ser

Ser Leu

.20

Leu Gln

Ile Asn

Phe Tyr

Glu Glu
85

Lys Asn

100

Ile vVal

Ala Asp

Phe Cys

Val Ala
165

Val Leu
180

His Val

Ala Asp

Gly Asp

Met Ala

245

Leu Gln
260

Glu Val

Leu Lys

Phe

Asp

Leu

Asn

Met

70

Glu

Phe

Leu

Glu

Gln

150

His

Ile

Lys

Glu

Lys

230

Asp

His

Asp

Lys

Ile

Lys

Glu

55

Pro

Leu

His

Glu

Thx

135

Ser

Arg

Ala

Leu

Serxr

215

Leu

Cys

Lys

Val

Ser
Arg
His
Lys
Lys
Lys
Leu
Leu
120
Ala
Ile
Phg
Phe
Val
200
Ala
Cys
Cys
Asp
Met

280

Leu

Leu
Ala

25
Leu
Asn
Lys
Pro
Arg
105
Lys
Thr
Ile
Lys
Ala
185
Asn
Glu
Thr
Ala
Asp
265

Cys

Tyr

Leu

10

Pro

Leu

Pro

Ala

Leu

20

Pro

Gly

Ile

Ser

Asp

170

Gln

Glu

Asn

val

Lys

250

Asn

Glu

Phe

Thr

Leu

Lys

Thr

75

Glu

Arg

Ser

vVal

Thr

155

Leu

val

Cys

Leu

Ser

Asp

Leu

Glu

Glu

Asp

Glu

Glu

140

Leu

Gly

Leu

Thr

Asp

© 220

Ala

235

Gln

Pro

Ala

Ile

427

Thr

Glu

Asn

Phe

Ala

Phe

Ser

Leu

45

Thr

Leu

val

Leu

125

Phe

Thr

Glu

Gln

Glu

205

Lys

Leu

Pro

Leu

His

285

Arg

Ser

Ser

30

Gln

Arg

Lys

Leu

Ile

110

Thr

Leu

Asp

Glu

Gln

190

Phe

Ser

Arg

Glu

Pro
270

>Asp

Arg

Ser

15

Thr

Met

Met

His

Asn

95

Ser

Phe

Asn

Ala

Asn

175

Cys

Ala

Leu

Glu

Arg

255

Arg

Asn

His

PCT/US2004/001369

Ala

Lys

Ile

Leu

Leu

80

Leu

Asn

Met

Arg

His

160

Phe

Pro

Lys

His

240

Asn

Leu

Glu

Pro



305

Ala

Gln

Lys

Phe

385

Glu

Leu

‘Lys

Glu

-ASp

465

Asp

Asp

Thr

Lys

Ile
545

" Gln

Thr

Lys

WO 2005/003296

290

Phe

‘Phe

Lys

Arg

Ala

370

Ala

Cys

Ala

Glu

val

450

Phe

Val

Leu

Val
530
Lys
Asn

Pro

Cys

Tyr
Thr
Leu
Leu
355
Txrp
Glu
Cys
Lys
Cys
435
Glu
val
Phe
Ser
Glu
515
Phe
Gln

Ala

Thr

Cys.

Ala

Glu

Asp

340

Lys

Ala

Val

His

Tyr

420

Asn

Glu

Val
500

Lyé

Asn
Leu
Leu

580

Lys

Pro

Cys

325

Glu

Cys

val

Ser

Gly

405

Ile

Glu

Asp

Ser

Gly

485

Val

Cys

Glu

Cys

Leu

565

val

His

Glu
310

Cys
Leu
Ala
Ala
Lys
390
Asp
Cys
Lys
Glu
Lys
470

Met

Leu

 Cys.

Phe

Glu

550

Val

Glu

Pro

295

Leu
Gln
Arg
Ser
Arg
375
Leu

Leu

Glu

Met
455
Asp

Phe

Leu

Ala

Lys
535
Leu
Arg
val

Glu

Leu
Ala
Asp
Leu
360
Leu
val
Leu
Asn
Leu
440
Pro
val

Leu

Leu

Phe

Ala

Glu

345

Gln

Ser

Thr

Glu

Gln

425

Leu

Ala

Cys

Arg

505

Ala

520

Pro

Phe

Ser

Ala

Ala

Leu

Glu

Arg
585

Lys

Phe Ala
315

Asp Lys
330

Gly Lys
Lys Phe
Gln Arg

Asp Leu
395

Cys Ala
410

Asp Ser
Glu Lys
Asp Leu

Lys Asn
475

Glu Tyr
490

Leu Ala

Asp Pro.

vVal Glu

Gln Leu
555

Lys Lys
570
Asn Leu

Arg Met

428

300

Lys
Ala
Ala
Gly
Phe
380
Thr
Asp
Ile
Ser
Pro
460
Tyr

Ala

Lys

His

Arg

Ala

Ser

Glu

365

Pro

Lys

Asp

Ser

His

445

Ser

Arg

Thr

Glu

. 525

Glu
540
Gly
vVal

Gly

Pro

Glu

Pro

Lys

Cys

Cys

Ser

350

Arg

Lys

val

Arg

Ser
430

Cys

Leu

Glu

Arg

510

Cys

Gln

Gln

Val
- 590

Ala

Lys
Leu
335
Ala
Ala
Ala
His
Ala
415
Lys
Ile
Ala
Ala
His
495

Glu

Asn
Lys
Val
575
Gly

Glu

PCT/US2004/001369

Leu

Ala

Ala

Lys

480

Pro

Thr

Ala

Phe
560
Ser

Ser

Asp
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- 595 600 . 605

Tyr Leu Ser Val Val Leu Asn Gln Leu Cys Val Leu His Glu Lys Thr
610 - 615 620

Pro Val Ser Asp Arg Val Thr Lys Cys Cys Thr Glu Ser Leu Val Asn
625 630 635 640

Arg Arg Pro Cys Phe Ser Ala Leu Glu Val Asp Glu Thr Tyr Val Pro
645 650 655

Lys Glu Phe Asn Ala Glu Thr Phe Thr Phe His Ala Asp Ile Cys Thr
660 665 670

Leu. Ser Glu Lys Glu Arg Gln Ile Lys Lys Gln Thr Ala Leu Val Glu
675 680 685

Leu Val Lys His Lys Pro Lys Ala Thr Lyé Glu Gln Leu Lys Ala Val
690 655 700

Met Asp Asp Phe Ala Ala Phe Val Glu Lys Cys Cys Lys Ala Asp Asp
705 710 . 715 720

Lys Glu Thr Cys Phe Ala Glu Glu Gly Lys Lys Leu Val Ala Ala Ser
725 730 735

Gln Ala Ala Leu Gly Leu
740

<210> 544
<211> 462
<212> DNA
<213> Homo sapiens

<400> 544

atgtacagaa tgcaattgtt gtcttgtatt gctttgtctt tggetttggt tactaactcet 60
gctccaactt cttcttctac taagaagact caattgcaat tggaacactt gttgttggac 120
ttgcaaatga tcttaaacgg tataaacaac tataaaaacc caaagttgac tagaatgttg- 180

actttcaagt tctacatgcc aaagaaagct actgaattga agcacttgca atgtttggaa 240
gaagaattga agccattgga agaagttttg aacttggctc aatctaagaa cttccacttg 300
agaccaagag atttgatttc taacattaac gttattgttt tggaattgaa gggttctgaa 360
actactttta tgtgcgagta cgcagacgaa actgctacta tcgttgagtt cttaaatagg 420
tggatcactt tctgccaatc tattatttct actttgacat aa 462

<210> 545
<211> 153
<212> PRT
<213> Homo sapiens

<400> 545

‘Met Tyr Arg Met Gln Leu Leu Ser Cys Ile Ala Leu Ser Leu Ala Leu.
1 5 10 15

Vél Thr Asn Ser Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu
20 25 ‘ .30

Gln Leu Glu His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile

429



65

Glu
Asn
Vai
Asp

Cys
145

<210>
<211>
<212>
<213>

WO 2005/003296

Asn

50

Met

Glu

Phe

Leu

Glu

130

Gln

35
Tyr

Pro
Leu
His
Glu
115

Thr

Ser

546
742
PRT
Homo sapiens

<400> 546
Met Lys Trp Val

1

Tyr

His

Ile

Lys

65

Glu

Lys

His

Asp

Ser
Arg

Ala

Arg

Phe

35,

Phe

50

Leu

Ser

Leu

Cys

Lys

130

Val

val

Ala

Cys

Cys

115

Asp

Met

Lys

Lys

Lys

Leu

100

Leu

Ala

Ile

Ser

20

Lys

Ala

Asn

Glu

Thr

100

Ala

Asp

Cys

Asn
Lys
Pro

85

Arg

Lys

Ile

Ser

Leu

Asp

Gln’

Glu

Asn

85

Val

Lys

Asn

Thr

Ala

70

Leu

Pro

Gly

Ile

Ser
150

Phe

Asp

Leu

Val

Cys

Ala

Gln

Ala

Lys

55
Glu
Arg
Ser

val
135

Ile
Lys
Gly
Leu

55

Thr

Asp

Glu

Asn
135

Phe

40

Leu

Glu

Glu

Glu
120
Glu

Leu

Ser

Arg

Glu

Gln

Glu

Lys

Leu

Pro

120

Leu

His

Leu

‘Val

Leu
105
Thr

Phe

Thr

Leu

Asp

25

Glu

Gln

Phe

Ser

Arg

105

Glu

Pro

Asp

Lys
Leu
S0

Ile

Leu

Leu

10

Ala

Asn

Cys

Ala

Leu

20

Glu

Arg

Arg

Asn

Met

His

75

Asn

Ser

Phe

Asn

Phe

His

Phe

Pro

Lys

175

His
Thr
Asn
Leu

Glu

430

Leu

60
Leu
Leu
Asn

Met

Arg
140

Leu
Lys
Lys
Phe

60

Thr

Thr

Glu

val
140

Glu

45

Gln

Ala

Ile

Cys
125

Phe

Ser

Ala

45

Glu

Cys

Leu

Gly

Cys

125

Arg

Thr

Phe
Cys
Gln
Asn
110

Glu

Ile

Ser
Glu
30

Leu

Asp

val

Phe
Glu
110
Phe

Pro

Phe

Lys

Leu

Ser

95

val

Thr

Ser
15
val

Val

His

Ala

Gly

95
Met
Leu

Glu

Leu

PCT/US2004/001369

Phe
Glu
Lys
Ile
Ala

Phe

Ala
Ala
Leu
Val
asp

.80
Asp
A;a
Gln

Val

Lys -



145

Lys
Glu

Cys

. CYS
"Lys
305
Glu
Lys
Met
Leu
'CYs
385
_Phe
Glu
val

Glu

WO 2005/003296

Leu

Gln'

Arg
210
Ser
Arg
Leu
Leu
‘Glu
290
Pro
Met
Asp
Phe
Leu
370
Ala
Lys
Leu

Arg

val

Leu

Leu

Ala

195

Asp

Leu

Leu

val

Leu

275

Asn

Leu

Val

Leu

Tyr

Phe
180
Ala
Glu
Gln
Ser
Thr
260
Glu
Gln
Leu
Ala
Cys
340

Tyr

355

Leu

Ala

Pro

Phe

435

Ser

Arg
Ala
Leu
Glu

420

Arg

Glu
165

Phe

Gly
Lys
Gln
245

Asp

Cys

Asp

Glu
AsSp
325
Lys
Glu
Leu
Asp
val
405
Gln

Lys

Asn

150

Ile
Ala
Lys
Lys
Phe
230
Arg
Leu
Ala
Ser
Lys
310

Leu

Asn

Ala
Pro
390
Glu
Leu

Lys

Leu

Ala
Lys
Ala
Ala
215
Gly
Phe
Thr
Asp
Ile
295

Sexr

Pro

Ala
Lys
378
His
Glu
Gly

val

Gly

Arg

Arg

Ala

200

Ser

Glu

Pro

Lys

Asp
280

Ser

His
Ser
Ala
Arg
360
Thr
Glu
P:o
Glu

Pro

Arg

185

Cys

Ser

Arg

Lys

Val

265

Arg

Ser

Cys

Leu

Glu

345

Arg

Gln

425

Gln

440

Lys

val

His
170
Lys
Leu
Ala
Ala
Ala
250
His
Ala
Lys
Ile
Ala
330
Ala
His

Glu

Asn
410
Lys

Vval

Gly

155

Pro
Ala
Leu
Lys
Phe
235
Glu
Thr
Asp
Leu
Ala
315
Ala
Lys
Pro
Thr
Ala
385
Leu
Phe

Ser

Ser

431

Ala

Gln
220
Lys
Phe
Glu
Leu
Lys
300
Glu
Asp
Asp
Asp
Thr
380
Lys
Ile
Gln

Thr

Lys

Phe

Phe

Lys

205

Arg

Ala

Ala

Cys

Ala

285°

Glu
Val
Phe
Val
Tyx
365
Leg
Val
Lys
Asn
Pro

445

Cys

Tyr

Thr
190

Leu

Leu

Glu

Cys

270

Lys

Cys

Glu

val

Phe

350

Ser

Glu

Phe

Gln

Ala

430

Thr

Cys

Ala
175
Glu
Asp
Lys
Ala
Val

255

His

Cys
Asn
Glu
335
Leu
val
Lys
Asp
Asn
415
Leu

Leu

Lys

PCT/US2004/001369

160

Pro
Cys
Glu
Cys

Val .

240

Ser
Gly
Ile
Glu
Asp
320
Ser
Gly
val
Cys
Glu
400
Cys
Leu

val

His



WO 2005/003296

Pro
465
“Leu
val
Ser
Glu
545

Pro

‘Ala

AlaA

Leu
His
625
Lys
" Lys
Lys
Leu
‘Leu

- 705

Ala

450

Glu

Ala

Lys

Asn Gln Leu

Ala

Thr
530

Gln

Lys

Phe

Glu

Ala

610

Leu

Asn

Lys

Pro

Arg

650

Lys

Thr

Lys
Leu
515
Phe
Ile
Ala
Val
Glu
58S
Pro
Leu
Pro
Ala
Leu
675
Pro

Gly

Ile

Ile Ile Ser

<210> 547

Cys
S00

Glu

Lys

Glu
580

Gly

Lys

660

Glu

Arg

Ser

Val

Thr
740

Arg
Cys
485
Cys
val
Phe
Lys
Lys
565
Lys
Lys
Ser
Asp
Leu
645
Glu
Glu
Asp
Glu
Glu

725

Leu

Met

470

Val

Thr

Asp

His

Gln

550

Glu

Cys

Lys

Ser

630

Thr

Leu

val

Leu

Thr

710

Phe

Thr

455

Pro

Leu

Glu

Glu

Ala

535

Thr

Gln

Leu

-Ser

615

Gln

Arg

Lys

Leu

Ile

685

Leu

Cys

His

Ser

Thr

520

Asp

Ala

Leu

Lys

val

600

Thr

Met

Met

His

Asn

680

Ser

Phe

Asn

Ala
Glu
Leu
505
Ile
Leu
Lys
Ala
585
Ala
Lys
Ile
Leu
Leu
665
Leu
Asn
Met

Arg

Glu
Lys
490
val
Val
Cys
val
Ala
570
Asp

Ala

Lys

Thr
650
Gln
Ala
Ile

cys

730

Asp
475
Thr

Asn

Thr.
Glu
555
val
Asp
Ser
Thr
Asn

635

Phe
Cys
Gln
Asn
Glu

715

Ile

432

460

Tyr
Pro
Arg
Lys
Leu
540
Leu
Met
Lys
Glljz
Gln
620
Gly
Lys
Leu

Ser

val
700

TyT

Thr

Leu
val
Arg
Giu
525
Ser
Val
Asp
Glu
Ala
605
Leu
Ile

Phe

Glu

Ser
Ser
Pro
510
Phe
Glu
Lys
Asp
Thr
590
Ala

Gln

Asn

Glu

val

Asp

495

Cys

Asn

Lys

His

Phe
575

Cys

Leu

Leu

Asn

Met

655

Glu

. 670

Lys
685
Ile

Ala

bPhe

Asn

Val

Asp

Cys

Phe

Leu

Glu

Gln
735

PCT/US2004/001369

Vval
480
Arg
Phe
Ala
Glu
Lys
560
Ala
Phe
Gly
Glu
640
Pro
Leu
His
Glu
Thr

720

Ser
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<211> 462
<212> DNA
" <213> Homo sapiens
<400> 547
atgtacagaa tgcaattgtt gtcttgtatt getttgtctt tggetttggt tactaactct 60
gctccaactt cttcttctac taagaagact caattgcaat tggaacactt gttgttggac 120
ttgcaaatga tcttaaacgg tataaacaac tataaaaacc caaagttgac tagaatgttg 180
actttcaagt tctacatgcc aaagaaagct actgaattga agcacttgca atgtttggaa 240
gaagaattga agccattgga agaagttttg aacttggctc aatctaagaa cttccacttg 300
agaccaagag atttgatttc taacattaac gttattgttt tggaattgaa gggttctgaa 360
actactttta tgtgcgagta cgcagacgaa actgctacta tcgttgagtt cttaaatagg 420
tggatcactt tctgccaatc tattatttct actttgacat aa 462
.<210> 548
<211> 153
<212> PRT
<213> Homo sapiens
<400> 548
Met Tyr Arg Met Gln Leu Leu Ser Cys Ile Ala Leu Ser Leu Ala Leu
1 S 10 15
Val Thr Asn Ser Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu
20 25 30
Gln Leu Glu His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile
35 40 45 3
Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg Met Leu Thr Phe Lys Phe
50 55 60
Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His Leu Gln Cys Leu Glu
65 70 75 80
Glu Glu Leu Lys Pro Leu Glu Glu Val Leu Asn Leu Ala Gln Ser Lys:
85 90 85
Asn Phe His Leu Arg Pro Arg Asp Leu Ile Ser Asn Ile Asn Val Ile
100 105 110 )
Val Leu Glu Leu Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala
115 120 125
Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn arg Trp Ile Thr Phe
130 135 140
Cys Gln Ser Ile Ile Ser Thr Leu Thr
145 150 '
<210> 549
<211> 27
<212> PRT
<213> Homo sapiens

<220>

433



WO 2005/003296

<221> MISC_FEATURE

<222> (1)

- PCT/US2004/001369

<223> Xaa equals thiopropionic acid (Tpa)

<220>

<221> MISC_|

<222> (23)

FEATURE

<223> Xaa equals biphenylalanine (Bip)

<400> 549

1

5

Xaa Asn Leu His Phe Cys Gln Leu Arg Cys Lys Ser Leu Gly Leu Leu

10 1s

Gly Lys Cys Ala Gly Ser Xaa Cys Ala Cys Val

<210> 550
<211> 21
<212> PRT
<213> Homo

<400> 550

20

sapiens

25

-Met Trp Trp Arg Leu Trp Trp Leu Leu Leu Leu Leu Leu Leu Leu Trp

1

5

Pro Met Val Trp Ala

<210> 551
<211> 84
<212> DNA
<213> Homo

<400> 551
agtggtgcce
ggceccagcetyg

<210> 552
<211> 84
<212> DNA
<213> Homo

<400> 552
agtggtgccc
ggcccagetg

<210> 553
<211> 87
<212> DNA
<213> Homo

<400> 553
agtggtgccecc
ggcccagcetg

<210> 554

20

sapiens

ttccteeege

ggcctggagce

sapiens

ttccteecge

ggcctggagce

sapiens

ttcctecege
ggcctggagce

10 15

tccagecggca ccacgtcecgg cactgcgtge tcaacgagcet
caag

tccagcggca ccacgtccgg cactgegtge tcaacgaget
caag :

tccagcggca ccacgtccgg cactgegtgc tcaacgagcet
caaggga

434

60
84

60
84

60
87
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<211> 87
<212> DNA
<213> Homo sapiens

<400> 554
agtggtgecd ttectcecge tccageggca ccacgtcegg cactgegtge tcaacgaget 60
ggcccagetg ggcctggage caaggga 87

<210> 555

<211> 60

<212> DNA

<213> Homo sapiens

<400> 555
gccatcttca tcttcatcag atggcttcte aaactcgggc atcatggaag agcgcctcect 60

'<210> 556

<211> 60

.<212> DNA

<213> Homo sapiens

<400> 556
' gccatcttca tcttcatcag atggcttctc aaactcgggce atcatggaag agcgectect 60

<210> 557
‘<211> 637
<212> PRT
<213> Homo sapiens

<400> 557 .
Met Lys Trp Val Ser Phe Ile Ser Leu Leu Phe Leu Phe Ser Ser Ala
1 5 10 15

Tyr Ser Arg Ser Leu Asp Lys Arg Asp Ala His Lys Ser Glu Val Ala
20 25 30

His Arg Phe Lys Asp Leu Gly Glu Glu Asn Phe Lys Ala Leu Val Leu
35 40 45

Ile Ala Phe Ala.Gln Tyr Leu Gln Gln Cys Pro Phe Glu Asp His Val
50 55 60

Lys Leu Val Asn Glu Val Thr Glu Phe Ala Lys Thr Cys Val Ala Asp
65 70 ' 75 80

Glu Ser Ala Glu Asn Cys Asp Lys Ser Leu His Thr Leu Phe Gly Asp
85 90 95

'Lys Leu Cys Thr Val Ala Thr Leu Arg Glu Thr Tyr Gly Glu Met Ala
100 105 110

Asp Cys Cys Ala Lys Gln Glu Pro Glu Arg Asn Glu Cys Phe Leu Gln
115 120 125

His Lys Asp Asp Asn Pro Asn Leu Pro Arg Leu Val Arg Pro Glu Val
130 135 140

435



Asp
145
Lys
Glu
Cys
Leu
Ala
1225

Ala

Lys

Cys
Lys
305
Glu
Lys

Met

Leu

| cys

385
Phe
Glu

Val

WO 20605/003296

val

Leu
Gln
aArg
210
Ser
Arg
Leu
Leu
Glu
290
Pro
Met
ASp

Phe

Leu

370

Ala

Lys

Leu

Arg

Met

‘Leu

Leu

Ala

195

Asp

Leu

Leu

val

Leu

275

Asn

Leu

Pro

val

Leu

355

Leu

Ala

Pro

Phe

435

Cys

Tyr

Phe

180

Ala

‘Glu

Gln

Ser

260

Glu

Gln

Leu

Ala

Cys

340

Arg

Ala

Leu

Glu
420

Thr
Glu
165

Phe

Asp

Gly

Lys

Gln

245

Asp

Cys

Asp

Glu

Asp

325

Lys

Glu

Leu

Asp

val

405

Gln

Lys

Ala
150

Ile

Ala

Lys

Lys-

Phe

230

Arg
Leu
Ala
Ser
Lys
310

Leu

Asn

Ala
Pro
390
Glu

Leu

Lys

Phe

Ala

Lys

Ala

Ala

215

Gly

Phe

Asp
Ile
295

Ser

Pro

Ala

His
Arg
Arg
Ala
200
Ser
Glu
Pro

Lys

Asp
280

Ser

His

Serx

Ala

Arg

. 360

Lys
375
His
Glu

Gly

vVal

Thr

Glu

Pro

Glu

Pro
440

Asp
Arg
185
Cys
Ser
Arg
Lys
val
265
Arg
Ser
C)I(s.
Leu

Glu
345

Arg

Cys

Gln

425

Gln

Asn

His

170

Lys

Leu

Ala

Ala

Ala

250

His

Ala

Lys

Tle

Ala

Glu

155

Pro

Ala

Leu

Lys

Phe

235

Glu

Thr

Asp

Leu

Ala

315

Ala

330

Ala

His

Glu

Asn
410

Lys

'Val ‘

Lys

Pro

Thr

Ala

395

Leu

Phe

Ser

436

Glu

Ala

Pro

Gln

220

Lys

Phe

Glu

Leu

Lys
300

Glu

Asp
Asp
Asp
Thx
380
Lys
Ile

Gln

Thr

Thr

Phe

Phe

Phe

Thr

190

Lys

205

Arg

Ala

Ala

Cys

Ala

285

Glu

Val

Phe

Val

365

Leu

val

Lys

Asn

Pro
445

Leu

Leu

Glu

Cys

270

Lys

Cys

Glu

val

Phe

350

Ser

Glu

Phe

Gln

Ala

430

Thr

Leu
Ala
175
Glu
Asp
Lys
Ala
Val

255

His

Cys
Asn
Glu
335
Leu
val
Lys
Asp
Asn
415

Leu

Leu

PCT/US2004/001369

Lys
160

Pro
Cys
Glu
Cys
Val
240
Ser
Giy
Ile
Glu
Asp
320
Ser
Gly
Val
Cys
Glu
400
Cys -

Leu

val



Glu
Pro
465
Val
Ser
Glu
Arg
545
Ala
Ala
Leu

Arg
625

<210>
<211>
<212>
<213>

<400>

WO 2005/003296 .

val
450
Glu

Asn

Thr

Thx
530
Gln
Lys
Phe_
Glu
Ser

610

Ala

Ser

Ala

Gln

Lys

Leu

515

Phe

Ile

Ala

val

Glu

595

Gly

Gln

558
637
PRT
Homo sapiens

558

Arg

Lys

Leu

Cys

500

Glu

Lys

Thr

Glu

580

Gly

‘Ala

Arg

Asn

Arg

Cys

485

Cys

val

Phe

Lys

Lys

565

Lys

Lys

Leu

Ala

Met Lys Trp Val Ser

1

5

‘Tyr Ser Arg Ser Leu

20

Ala Ala Pro Arg Pro

35

Pro Gly Ala Lys Asp

50

Asp Leu Gly Glu Glu

Leu

Met

470

vVal

Thr

Asp

His

Gln

550

Glu

Lys

Pro

Gly
630

Phe

Asp

Ala

Ala

Asn

Gly

455

Pro

Leu

Glu

Glu

Ala

535

Thr

Gln

Cys

Leu

Pro

615

Pro

Ile

Lys

Leu

His

‘55

Phe

Lys
Cys
His
Ser
Thr
520
Asp
Ala
Leu
Lys
Val
600

Ala

Ala

Ser
Arg
Arg

40

Lys

Lys

Val
Ala
Glu
Leu
505
Ile
Leu
Lys
Ala

585

Ala

Gly

Leu
Ser
Ala
Ser

Ala

Gly
Glu
Lys
490
Vval
val
Cys
Val
Ala
570
Asp
Ala

Ala

Pro

Leu
10
Gly

Gln

Glu

Leu

Ser
ASp
475
Thr
Ash
Pro
Thr
Glu
555
val
Asp
Ser

Ala

Gly
635

Phe
Ala
Arg
Val

vVal

437

Lys

460

Pro

Arg

Lys

Leu

540

Leu

Met

Lys

Gln

Pro

620

Ala

Leu

Leu

Ala

Ala

60

Leu

Cys
Leu
val
Arg
Glu
525
Ser
Val
Asp
Glu
Ala
605

Arg

Lys

Phe
Pro
Gly

45

His

Ile

Cys

Ser

Ser

Pro

510

Phe

Glu

Lys

Asp

590

Ala

Pro

Ser

Pro

30

Pro

Arg

Ala

Lys

Vval

Asp

495

Asn

Lys

His

Phe

575

Cys

Leu

Ala

Serxr

15

Ala

Ala

Phe

Phe

PCT/US2004/001369

His

val

480

Arg

Phe

Ala

Glu

Lys

560

Ala

Phe

Gly

Leu

Ala

Pro

Gly

Lys

Ala



65

Gln

Glu

val

Lys
145

Asn

Glu
Phe
Asp
225
Gly

Lys

Gln

Cys
305
Asp

Glu

Lys

WO 2005/003296

val
Cys
Ala

130

Gln

Ala
Ile

Ala

Leu

Asp
115
Thr
Glu
Asn
Phe
Ala

195

Lys

210

Lys
Lys
Phe
arg
Leu
290
Ala
Ser
Lys

Leu

Asn

Ala

Ala

Gly

Phe

275

Thr

Asp

Ile

Ser

Pro
355

Tyr

Gln
Glu
100
Lys
Leu
Pro
Leu
His
180
Arg
Arg
Ala
Sér
Glu
260
Pro
Lys
Asp
Ser
His
340

Ser

Ala

Gln

85
Phe
Ser
Arg
Glu
Pro
165

Asp

aArg

Cys
Ser
245
Arg
Lys
val

Arg

Ser
325

Cys

Leu

Glu

70

Cys

Ala

Leu

Glu

Arg
150

Arg

Asn

His

Lys

Leu

230

Ala

Ala

Ala

His

Ala

310

Lys

Ile

Ala

Ala

Pro

Lys

135

Asn
Leu

Glu

Ala
215
Leu
Lys
Phe
Glu
295
Asp
Leu
Ala

Ala

Lys

Phe

7

Glu
Val
Glu
200
Ala
Pro
Gln
Lys
Phe
280
Glu
Leu
Lys
Glu
Asp

360

Asp

Glu

Cys

105

Leu

Gly

Cys

Axg

185

Phe

Phe

Lys

Arg

Ala

265

Ala

Cys

Ala

Glu

val

345

Phe

val

Asp

90
Val
Phe
Glu
Phe
Pro

170

Phe

Thr
Leu

Leu
250

Trp
Glu
Cys
Lys
Cys
330
Glu

val

Phe

15
His

Ala

Gly

Met

Leu

155

Glu

Leu

Ala

Glu

Asp

235

Lys

Ala

val

His

Tyr

315

Cys

Asn

Glu

Leu
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ASp
Asp
Ala
140
Gln
Val
Lys

Pro

Cys
220
Glu
Cys
val
Ser
Gly
300
Ile
Glu
Asp

Ser:

Gly

Lys

Glu

Lys

125

Asp

His

Asp

Lys

Glu
205

Cys
Leu
Ala
Ala
Lys
285
Asp
Cys
Lys
Glu
Lys
365

Met

Leu

Ser
110

Leu

Cys

Lys

Val

190

Leu

‘Gln

Arg

Ser

Arg

270

Leu

Leu

Glu

Pro

Met

350

Asp

Phe

val

95

Ala

Cys

Cys

Asp

Met

175

Leu

Leu

Ala

Asp

Leu

255

Leu

val

Leu

Asn

Leu

335

Pro

Val

Leu
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Cys
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370 : 375 380

Glu Tyr Ala Arg Arg His Pro Asp Tyr Ser Val Val Leu Leu Leu Arg
385 390 395 400

Leu Ala Lys Thr Tyr Glu Thr Thr Leu Glu Lys Cys Cys Ala Ala Ala
405 410 415

~ Asp Pro His Glu Cys Tyr Ala Lys Val Phe Asp Glu Phe Lys Pro Leu
420 425 430

val Glu Glu Pro Gln Asn Leu Ile Lyé Gln Asn Cys Glu Leu Phe Glu
435 ) 440 445

Gln Leu Gly Glu Tyr Lys Phe Gln Asn Ala Leu Leu Val Arg Tyr Thr
450 455 460

Lys Lys Val Pro Gln Val Ser Thr Pro Thr Leu Val Glu Val Ser Arg
465 470 475 480

Asn Leu Gly Lys Val Gly Ser Lys Cys Cys Lys His Pro Glu 2la Lys
’ 485 490 495

Arg Met Pro Cys Ala Glu Asp Tyr Leu Ser Val Val Leu Asn Gln Leu
500 505 510

Cys Val Leu His Glu Lys Thr Pro Val Ser Asp Arg Val Thr Lys Cys
515 520 525

Cys Thr Glu Ser Leu Val Asn Arg Arg Pro Cys Phe Ser Ala Leu Glu
530 535 540

Val Asp Glu Thr Tyr Val Pro Lys Glu Phe Asn Ala Glu Thr Phe Thr
~ 545 550 g 555 ) 560

Phe His Ala Asp Ile Cys Thr Leu Ser Glu Lys Glu Arg Gln Ile Lys
565 570 575

Lys.Gln Thr Ala Leu Val Glu Leu Val Lys His Lys Pro Lys Ala Thr
580 585 - 590

Lys Glu Gln Leu Lys Ala Val Met Asp Asp Phe Ala Ala Phe Val Glu
595 600 605

Lyé Cys Cys Lys Ala Asp Asp lys Glu Thr Cys Phe Ala Glu Glu Gly
610 615 620

~ Lys Lys Leu Val Ala Ala Ser Gln ala Ala Leu Gly Leu
625 630 635

<210> 559
<211> 638
<212>  PRT
© <213> Homo sapiens
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<400> 559
Met Lys Trp

1

Tyr
His
Xle
Lys
65
Glu
Lys
Asp
His
Asp
145

Lys

Glu

Leu
Ala
225

Ala

Lys

Ser
Arg
Ala

50

Leu

Ser

Leu

Cys

Lys

130

Val

Leu

Gln

Arg

210

Ser

Arg

Leu

Leu

Glu
290

Arg
Phe

35
Phe
Val
Ala
Cys
Cys
115
Asp
Met
Leu
Leu
Ala
195
Asp
Leu
Leu
val
Leu

275

Asn

Val

Ser

20

Lys

Ala

Asn

Glu

100

Ala

Asp

Cys

Phe

180

Ala

Glu

Gln

Ser

260

Glu

Gln

Ser
Leu
Asp
Gln
Glu
Asn

85
val
Lys
Asn
Thr
Glu
165
Phe
Asp
Gly
Lys
Gln
245
Asp

Cys

Asp

Phe
Asp

Leu

s
val
70
Cys
Ala
Gln
Pro
Ala
150
Ile
Ala
Lys
Lys
Phe
230
Arg
Leu

Ala

Ser

Ite
Lys
Gly
Leu

55

Asp

Glu
Asn
135
Phe
Ala
Lys
Ala
Ala
215
Gly
Phe
Thr

Asp

Ile
295

Ser

Arg

Glu

40

Gln

-Glu

Lys
Leu
Pro
120
Leu
His
Arg
Arg
Ala
200
Ser
Glu
Pro
Lys
Asp

280

Ser

Leu

Asp

25

Glu
Gln
Phe
Ser
Arg
105
Glu
Pro
Asp
Arg
Tyr
185
Cys
Ser
Arg
Lys
val
265

Arg

Ser

Leu

10
Ala
Asn
Cys
Ala
Leu

90
Glu
Arg
Arg
Asn
His
170

Lys

Leu

Ala
Ala
250
His

Ala

Lys

Phe

His

Phe

Pro

Lys

75

His

Asn

Leu

Glu

155

Pro

Ala

Leu

Lys

Phe

235

Glu

Thr

Asp

Leu

440

Leu
Lys
Lys
Phe

60

Thr

Glu
val
140

Glu

Ala
Pro
Gln
220
Lys
Phe
Glu
Leu

Lys
300

Phe
Ser
Ala

45
Glu
cys
Leu
Gly
Cys

125

Arg

Phe
Phe
Lys
205
Arg
Ala
Ala
Cys
Ala

285

Glu

Ser
Glu

30
Leu
Asp
val
Phe
Glu
110
Phe

Pro

Phe

Thr
190
Leu
Leu
Trp
Glu
Cys
270

Lys

Cys

Ser

15
Val
val
His
Ala
Gly

95
Met
Leu
Glu
Leu
Ala
175
Glu
Asp
Lys
Ala
val

255

His

Cys
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Asp
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Asp

Ala

Gln

Val

Lys

160

Pro

Cys

Glu

Cys

Val

240

Ser

Gly

Ile

Glu
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305
Glu

Lys

Met

Cys
385
Phe
Glu
val
Glu
Pro
465
Leu
val
Ser
Glu
Arg
545

Ala

Ala
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Pro
Met
Asp
Phe

Leu
370

Ala’

Lys
Leu
Arg
Val
450
Glu
Asn
Thr
Ala
Thr
530
Gln
Lys
Phe

Glu

Leu
Pro
val
Leu
355
Leu
Ala
Pro
Phe
435
Ser
Ala
Gln
Lys
Leu
515
Phe
Ile
Ala
Val

Glu
595

Leu

Ala

Cys

340

Arg

Ala

Leu

Glu

420

Arg

Lys

Leu

Cys

500

Glu

Lys

Glu
580

Gly

Glu

Asp

325

Lys

Glu

Leu

Asp

val

405

Gln

Lys

Asn

Arg

Cys

485

Cys

val

Phe

Lys

Lys

565

Lys

Lys

Lys
310

Leu

Asn

Ala

Pro

390

Glu

Leu

Lys

Leu

Met

470

val

Thr

Asp

His

Gln

550

Glu

Cys

Lys

Ser

Pro

Ala

Lys

375

His

Glu

Gly

val

Gly

455

Pro

Leu

Glu

Glu

Ala

535

Thr

Gln

Cys

Leu

His

Ser

Ala

Arg

360

Thr

Glu

Pro

Glu

Pro

440

Lys

Cys

His

Ser

Thr

520

Asp

Ala

Leu

Lys

val
600

Cys

Leu

Glu

345

Arg

Cys

Gln

425

Gln

Val

Glu

Leu

505

Ile

Leu

Lys

Ala

585

Ala

Ile
Ala
330
Ala

His

Glu

Asn

410

Lys

Val

Gly

Glu

Lys

490

Val

val

Cys

val

Ala’

570

Asp

Ala

Ala
315
Ala

Lys

Pro

Ala

395

Leu

Phe

Ser

Ser

Asp

475

Thr

Asn

4'Pro

Thr

Glu

555

val

Asp

Ser

441

Glu

Asp

Asp

Asp

Thr

380

Lys

Ile

Gln

Thr

Lys

460

Pro

Arg

Lys

Leu

540

Leu

Met

Lys

Gln

val

Phe

val

365

val

Lys

Asn

Pro

445

Cys

Vval

Arg

Glu

-525

Ser

val

Asp

Glu

Ala
605

Glu Asn

Val Glu
335

Phe Leu
350

Ser Val

Glu Lys

Phe Asp.

Gln Asn
415

Ala Leu
430

Thr Leu
Cys Lys
Ser Val
Ser Asp

495

Pro Cys
510

Phe Asn
Glu Lys

Lys His

Asp Phe
575

590

Ala Leu
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Cys

Glu
400
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Leu
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480
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Glu
Lys
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Leu Ser Gly Ala Leu Pro Pro Ala Pro Ala Ala Pro Arg Pro Ala Leu

Arg Ala Gln Arg Ala Gly Pro Ala Gly Pro Gly Ala Lys Gly.

625

610

<210> 560
<211> 638
<212> PRT
<213> Homo sapiens

- <400> 560

Met Lys Trp Val Ser

1

ATyr

Lys
65

Ala

‘Glu

Ala

145

Cys

Phe'

Ser

Ala

Gly
50

Asp

‘Gln

Glu

Asn
Val
130
Lys
Asn
Thr
Giu

Phe
210

Arg
Pro
35

Ala

Leu

Val
Cys
115

Ala

Gln

Ala

Ile
195

Ala

Ser

20
Arg
Lys
Gly

Leu

Thr

5

Leu

Pro

-Gly

Glu

Gln
85

Glu

100 -

Asp

Thr

Glu

Asn

Phe

180

Ala

Lys

Lys

Leu

Pro

Leu

165

His

Arg

Arg

630

Phe

Asp-

Ala
Asp
Glu

70
Gln
Phe
Ser
Arg
Glu
150
Pro

Asp

Arg

615

Ile

Lys

Leu

Ala

55

Asn

Cys

Ala

Leu

Glu

135

Arg

Arg

Asn

His

Lys
215

Seﬁ:
Arg
Arg
- 40
His
Phe
Pro
Lys
His
120
Asn
Leu
Glu
Pro

200

Ala

Leu

Ser

25

Ala

Lys

Lys

Phe

Thr

105

Thr

Glu

Val

Glu

185

Ala

Leu
10
Gly

Gln

Ser

Glu
90

Cys

Leu

Gly

Cys
Arg
170
Thr

Phe

Phe

620

635

Phe Leu
Ala Leu
Arg Ala
Glu Val

60

Leu Val
75

Asp His
Val Ala
Phe Gly
Glu Met

140

Phe Leu
155

Pro Glu
Phe Leu

Tyr Ala

Thr Glu
220

442

Phe

Gly

45

Ala

Val
Asp
Asp
125
Ala
Gln
Val

Lys

Pro

Ser

Ser
15

Ala

Pro Ala Pro

gro
His
Ile
Lys
Glu
110
Lys
Asp
His
Asp
Lys

190

Glu

205 -

Cys

Cys

Ala-

Arg

Ala

Leu

95

Ser

Leu

Cys

Lys

val

175

Leu

Gln

Gly -

Phe

Phe
80

val

Ala

Cys

oys

Asp

160

Met

Leu

Leu -

Ala
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225
Glu
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Ser
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Asp

Gly

Lys

‘Gln

Asp
290

Cys

305

Gln

Ala

Cys

385

Glu

Thx
465

Asp
Glu
Asp
Lys
370
Glu
Leu
Asp
val
Gln
450
Lys
Asn

Arg

Cys

Lys

Lys

Phe

Arg

275

Leu

aAla

Ser

Lys

Leu

Ala
Gly
260

Phe

Asp

Ile

Ser

340

Pro

355

Asn

Ala

Pro

Glu

435

Leu

Lys

Leu

Met

val
515

T™vVr

Ala

‘Lys

His
420
Glu
Gly
Val
Gly
Pro

500

Leu

Ala

Ser

245

Glu

Pro

Lys

Asp

Ser

325

His

Ser

Ala

Arg

Thr

405

Glu

Pro

Glu

Lys '

485

Cys

His

Cys
230
Ser
Arg
Lys
val
Arg
310

Ser
Cys
Leu
Glu
Arg
390
Cys

Gln

Gln
470
val

Ala

Glu

Leu

Ala
Ala
His
285
Ala
Lys
Ile
Ala
Ala
375
His

Glu

Asn
Lys
455
Vval
Gly

Glu

ﬂys

Leu

Lys

Phe

Glu

280

Thr

Asp

Leu

Ala

Ala

360

Lys

Pro

Thr

Ala

Leu

440

Phe

Ser

Ser

Asp

Thr
520

Pro

Gln

Lys

265

Phe

-Glu

Leu
Lys

Glu

345

Asp

Asp

Asp

Thr

Lys

425

Ile

Gln

Thr

Lys

505

Pro

Lys

Arg

250

Ala

Ala

Cys

Ala

Glu

330

val

Phe

Val

Leu
410
val

Lys

Asn

Cys
490

Vval

Leu

235

Leu

Trp

Glu

Cys

Lys

315

Cys

Glu

val

Phe

Ser

395

Glu

Phe

Gln

Ala

Thr

475

Cys

Ser

Ser

443

AsSp
Lys
Ala
val
His
300
Cys
Asn
Glu
Leu
380
val
Lys
Asp
Asn
Leu
460
Leu
Lys
val

Asp

Glu
Cys
val
Ser
285
Gly
Ile
Glu
Asp
Ser
365
Gly
val
Cys

Glu

Cys
445
Leu
val
His

val

Arg
525

Leu

Ala

Ala
270

Lys

Asp

Cys

Lys

Glu

350

Lys

Met

Leu

Cys

Phe

430

Glu

Val

Glu

Pro

Leu

510

val

Arg
Ser
255
Arg
Leu
Leu
Glu
Pro
335
Met
Asp
Phe
Leu
Ala
415
Lys
Leu
Arg
val
Glu
495

Asn

Thr
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Leu
Asn
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Leu
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Pro
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Lys
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545

Lys

Glu

Gly
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Cys Thr
530

Val Asp
Phe His
Lys Gln

Lys Glu
595

Lys Cys
610

Lys Lys
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<211> 629
<212> PRT

<213>

<400> 561
Met Lys Trp Val Ser

1

™YY
His
Ile
Lys

65
Glu
Lys

Asp

His

Ser Arg
Arg Phe
35

Ala Phe
50

Leu Val

Ser Ala

Leu Cys

Cys Cys
115

Lys Asp
130

Val Met

Glu Ser
Glu Thr
Ala Asp

56S

Thr Ala
580

Gln Leu

Cys LYs

Leu Val

Homo sapiens

5

Ser Leu
20

Lys Asp
Ala Gln
Asn Glu
Glu Asn

85
Thr Val
100
Ala Lys

Asp Asn

Cys Thr

Leu

550

Ile

Leu

Lys

Ala

Ala
630

Phe

Asp

Leu

Val

70

Cys

Ala

Gln

Pro

Ala

val
535

Val

val

Ala

Asp

615

Ala

Ile

Lys

Gly

Leu

55

Asp

Glu

Asn
135

Phe

Asn
Pro
Thr
Qlu
Val
600

Asp

Ser

Ser

Arg

Glu

40

Gln

Glu

Lys

Leu

Pro

120

Leu

His

Arg
Lys
Leu
Leu
585

Mgt

Lys

Gln

Leu

Asp

25

Glu

Gln

Phe

Ser

Arg

105

Glu

Pro

Asp

Arg
Glu
Ser
570
Val
Asp

Glu

Ala

Leu

10
Ala
Asn
Cys
Ala
Leu

90
Glu
Arg

Arg

Asn

Pro
Phe
555

Glu

Lys

.Asp

Thr

Ala
635

Phe

His

Phe

Pro

Lys

75

His

Thr

Asn

Leu-

Glu

444

Cys

540

Asn

Lys

His

Phe

Cys

620

Leu

Leu

Lys

Lys

Phe

Phe

Ala

Glu

Lys

Ala

605

Phe

Gly

Phe

Ser

Ala

45

Glu

60

Thr

Thr

Glu

Val
140

Glu

Cys

Leu
Gly

Cys
125

Arg

Ser
Glu
Arg
Pro
590
Ala

Ala

Leu

Ser
Glu
30

Leu

Asp

val

Phe

Glu

110

Phe

Pro

Phe

Ala

Gln
575
Lys

Phe

Glu

Ser

15

Val

Vval

His

Ala

Gly
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Met

Leu

Glu

Leu
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Leu
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Lys
Glu

Cys

Aa
225
Ala

Lys

Cys
Lys
305
Glu
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Met
Leu
Cys
385
Phe
Glu

Val

Glu
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Leu

Gln

Arg

Leu

Ala
195

Asp"

210

Ser
Arg
Leu
Leu
Glu
290
Pro
Met
Asp
Phe
Leu
370
Ala
Lys
Leu

Arg

val

feu
Leu
Val
Leu
275
Asn
Leu
Pro
val

Leu

355

Leu

Ala

Pro

Phe

435

Ser

Tyr
Phe
180
Ala
Glu
Gln
Ser
Thr
260
Glu
Gln
Leu
Ala
Cys
340
Tyr
Arg
Ala
Leu
Glu
420

Thr

Arg

Glu
165
Phe
Asp
Gly
Lys
Gln
245
Asp
Cys
Asp
Glu
Asp
325
Lys
Glu
Leu
Asp
val
405
Gln

Lys

Asn

150

Ile

Ala
Lys
Lys
Phe
230
Arg
Leu
Ala
Ser
Lys
310

Leu

Asn

Ala
Pro
390
Glu
Leu

Lys

Leu

Ala

Lys

Ala

Ala
215

Gly
Phe
Thr
Asp
Ile
295

Ser

Pro

Ala
Lys
375
His
Glu
Gly
val

Gly

Arg

Arg

Ala

200

Ser

Glu

Pro

Lys

Asp

280

Ser

His

Ser

Ala

Arg

360

Thr

Glu

Pro

Glu

Pro

440

Lys

Arg
185
Cys
Ser
Arg
Lys
val
265
Arg
Ser
Cys
Leu
Glu

345

Arg

Cys
Gln
425
Gln

val

His
170
Lys
Leu
Ala
Ala
Ala
250
His
Ala
Lys
Ile
Ala
330
Ala
His
Glu
Tyr
Asn
410
Lys
Val

Gly

155

Pro

Ala

Leu

Lys

Phe

235

Glu

Thr

Asp

Leu

Ala

315

Ala

Lys

Pro

Thr

Ala

395

Leu

Phe

Ser

Ser

445

Ala
Pro
Gln
220
Lys
Phe
Glu
Leu
Lys
300
Glu
Asp
Asp
Asp
Thr
380
Lys
Ile
Gln

Thr

Lys

Phe

Phe

Lys
205

Arg

Ala
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Cys
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285
Glu
val

Phe

val

Tyr
365
Leu
val
Lys
Asn

Pro
445

Cys

Tyr

Thr
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Leu
Léu
Trp
Glu
Cys
270
Lys
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Glu
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Phe
350
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Glu
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Glu

Asp

Lys

Ala

val

255
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Cys

Asn

Glu

335

Leu

Vval

Lys

Asp

Asn

415

Leu

430 -

Thr

Cys

Leu

Lys
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450 455 : 460

Pro Glu Ala Lys Arg Met Pro Cys Ala Glu Asp Tyr Leu Ser Val Val
465 470 . 475 . 480

Leu Asn Gln Leu Cys Val Leu His Glu Lys Thr Pro Val Ser Asp Arg
485 490 495

val Thr Lys Cys Cys Thr Glu Ser Leu Val Asn Arg Arg Pro Cys Phe
: 500 505 510

Ser Ala Leu Glu Val Asp Glu Thr Tyr Val Pro Lys Glu Phe Asn Ala
515 520 525

Glu Thr Phe Thr Phe His Ala Asp Ile Cys Thr Leu Ser Glu Lys Glu
530 535 540

Arg Gln Ile Lys Lys Gln Thr Ala Leu Val Glu Leu Val Lys His Lys
545 550 555 560

Pro Lys Ala Thr Lys Glu Gln Leu Lys Ala Val Met Asp Asp Phe Ala
: 565 570 575

. Ala Phe Val Glu Lys Cys Cys Lys Ala Asp Asp Lys Glu Thr Cys Phe
580 585 590

Ala Glu Glu Gly Lys Lys Leu Val Ala Ala Ser Gln Ala Ala Leu Gly
595 600 605

Leu Ala Ile Phe Ile Phe Ile Arg Trp Leu Leu Lys Leu Gly His His
610 615 620

~ Gly Arg Ala Pro Pro
625

<210> 562
<211> 629
<212> PRT -
'<213> Homo sapiens

<400> 562 _
Met Lys Trp Val Ser Phe Ile Ser Leu Leu Phe Leu Phe Ser Ser Ala
1 5 10 . 15

Tyr Ser Arg Ser Leu Asp Lys Arg Ala Ile Phe Ile Phe Ile Arg Trp
20 25 30

Leu Leu Lys Leu Gly His His Gly Arg Ala Pro Pro .Asp Ala His Lys
35 40 : 45

Ser Glu Val Ala His Arg Phe Lys Asp Leu Gly Glu Glu Asn Phe Lys
50 - 55 . 60

Ala Leu Val Leu Ile Ala Phe Ala Gln Tyr Leu Gln Gln Cys Pro Phe
65 : 70 75 ‘ 80
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Lys
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Val
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Met
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Glu
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Glu
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Lys

Ala
Val
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His

Cys

Asn

Glu

355

Leu

Val

Asp
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Asp

Ala
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Val

Lys
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Cys

Glu

Cys
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Gly
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Glu

Asp
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Ser

Gly

Lys
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Glu
Lys
Asp
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Asp
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Lys
Glu
Cys
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Ala
245
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Lys
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Cys
Lys
325
Glu

Lys

Met

Leu
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Leu
Cys
Lys
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Val

Leu
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Arg
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Arg
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Leu
Glu
310
Pro
Met
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Ala
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Ala
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Leu
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Leu
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Asn
Leu
Pro
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Leu
375

Asn

Glu
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Ala
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Cys

Phe

200

Ala
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Thr

280

Glu

Gln

Leu

Ala

Cys
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Glu
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Tyr Ser Val Val Leu Leu Leu Arg Leu Ala Lys Thxr Tyr Glu Thr Thr
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Leu Glu Lys Cys Cys Ala Ala Ala Asp Pro His Glu Cys Tyr Ala Lys
405 410 415

Val Phe Asp Glu Phe Lys Pro Leu Val Glu Glu Pro Gln Asn Leu Ile
- 420 425 430

Lys Gln Asn Cys Glu Leu Phe Glu Gln Leu Gly Glu Tyr Lys Phe Gln
’ 435 : 440 445

Asn Ala Leu Leu Val Arg Tyr Thr Lys Lys Val Pro Gln Val Ser Thr
450 455 460

Pro Thr Leu Val Glu Val Ser Arg Asn Leu Gly Lys Val Gly Ser Lys
465 470 475 . 480

Cys Cys Lys His Pro Glu Ala Lys Arg Met Pro Cys Ala Glu Asp Tyr
485 490 495
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<210> 563
<211> 28
<212> PRT
<213> Homo sapiens

<400> 563 :

Ser Gly Ala Leu Pro Pro Ala Pro Ala Ala Pro Arg Pro Ala Leu Arg
1 i 5 10 15
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<400> 568
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1 5 10 15

Arg Ala Pro Pro
20

450



.8

5/003296 A3 I L0 OB 0 000 O N

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property
Organization
Intemational Bureau

(43) International Publication Date
13 January 2005 (13.01.2005)

T

(10) International Publication Number

WO 2005/003296 A3

(51) International Patent Classification’: A61K 38/38,
CO7H 21/04, CO7K 14/765, C12P 21/02, 21/04 .

(21) International Application Number:
PCT/US2004/001369

(22) International Filing Date: 20 January 2004 (20.01.2004)

(25) Filing Language: English

(26) Publication Language. . English

(30) Priority Data. )
60/441,305 22 January 2003 (22.01.2003) US
60/453,201 11 March 2003 (11.03.2003) US
60/467,222 2 May 2003 (02.05.2003) US
60/472,816 23 May 2003 (23.05.2003) US
60/476,267 . 6 June 2003 (06.06.2003) US
60/505,172 24 September 2003 (24.09.2003) US
60/506,746 30 September 2003 (30.09.2003) US

(71) Applicant (for all designated States except US): HUMAN
GENOME SCIENCES, INC. [US/US); 14200 Shady
Grove Road, Rockville, MD 20850 (US)

(72) Inventors, and : :

(75) Inventors/Applicants (for US anly) HASELTINE,
William, A. [US/US); 3053 P Street, N.W., Washington,
DC 20007 (US). ROSEN, Craig, A. [US/US]; 22400
Rolling Hill Lane, Laytonsville, MD 20882 (US). ’

(74) Agents: HOOVER?, Kenley, K.? et al.; 14200 Shady
Grove Road, Rockville, MD 20850 (US).

8D

Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AT, AU, AZ, BA, BB, BG, BR,BW, BY, BZ, CA, CH, CN,
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI,
GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE,
KG, KP, KR, KZ,LC, LK, LR, LS, LT, LU, LV, MA, MD,
MG, MK, MN, MW, MX, MZ, NA, NI, NO, NZ, OM, PG,
PH,PL,PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM,

- TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM,

. &

zw.

Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW),
Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), Euro-
pean (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR,
GB, GR, HU, IE, TIT, LU, MC, NL, PT, RO, SE, SI, SK,
TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW,
ML, MR, NE, SN, TD, TG). =

Published:

(88)

with international search report

before the expiration of the.time limit for amending the
claims and to be republished in the event of receipt of
amendments

Date of publication of the international search report:
21 April 2005

For two-letter codes and other abbreviations, refer to the "Guid-
ance Notes on Codes and Abbreviations” appearing at the begin-
ning of each regular issue of the PCT Gazette.

(54) Title: ALBUMIN FUSION PROTEINS

[l (57) Abstract: The present invention encompasses albumin fusion proteins. Nucleic acid molecules encoding the albumin fusion
& proteins of the invention are also encompassed by the invention, as are vectors containing these nucleic acids, host cells transformed
X with these nucleic acids vectors, and methods of making the albumin fusion proteins of the invention and using these nucleic acids,
vectors, and/or host cells. Additionally the present invention encompasses pharmaceutical compositions comprising albumin fusion
proteins and methods of treating, preventing, or ameliorating diseases, disordrs or conditions using albumin fusion protems of the

invention.



INTERNATIONAL SEARCH REPORT International application No.

PCT/US04/01369

A. CLASSIFICATION OF SUBJECT MATTER
IPC(7) : A6 K 38/38; CO7 H 21/04; CO07 K 14/765; C12 P21/02 21/04
USCL - : 536/23.5; 435/320.1, 325,69.7; 530/363

According to International Patent Classification (IPC) or to both national classification and IPC
B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
U.S. : 536/23.5; 435/320.1, 325,69.7; 530/363

Documentation searched other than minimmm documentation to the extent that such documents are included in the fields searched -

Electronic data base consulted during the international search (name of da(a base and, where practicable, search lenns used)
Please See Continuation Sheet

C. - DOCUMENTS CONSIDERED TO BE RELEVANT

Category * Citntion of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X . US 5,766,883 B (BALLANCE LL et al) 16 June 1998 (16.06.1999), especially 1-12 and 26
SEQ.ID.NO:14
X WO 02-97038 A2(BELL etal) 05 December, 2002 (05.12.2002) , especially - ' 1-12 and 26
SEQ.ID.NO:7 .

D Further documents are listed in the contimiation of Box C. D See patent family annex.

. Special categories of cited documeants: B Yater d blished after the i ional filing date or
priority date and not in conflict with the application but cited to
"A" document defining the general statc of the ant which is not considered to understand the principle or theory underlying the inveation
be of particular relevance -
X" document of particular relevance; the clzimed inveation cannet be
‘E” carlicr application or patent published on or afier the inlernalioul filing considered novel or cannot be considered to iavolve an inveative
’ step when the document is tzken alone
“L" document whlnh may throw doubu on priority claim(s) or which is cited Y- d of particul ! s the claimed invention cannot be
to establish the publication daxe of another citaticn or other special reason considered to involve an inventive stcp when the document is
(as specified) combined with ane or more other such documents, such
combination being obvious 10 a person skilled in the ant
0" document referring to 2n oral disclosure, use, uhibillon'or ctber means
" document member of the same patent family
P dot-‘\lmenl publuhed prior to the intemnational filing date hll later than the :
03 Axtp - N
{ Date of the actual completion of the international search Date of mailing of the international search report
25 September 2004 (25.09.2004) ' 2_4 F E B 2005

Name and mailing address of the ISA/US thdrizegroffiicer
Mail Stop PCT, Atta: ISA/US
Commissioner for Patents

0. Box 1450 .
 Riuamana, Virginia 22313-1450 Teleptone No. 571-272-1600
Facsimile No. (703) 872-9306 :

a A4

Form PCT/ISA/210 (second sheet) (January 2004)



. International application No.
INTERNATIONAL SEARCH' REPORT : PCT/US04/01369

Continuation of B. FIELDS SEARCHED Item 3:
MEDLINE, STN, A -GENSEQ, N-GENSEQ,EST, DERWENT, SWISS-PROT, PIR, USPTOWEST SWISSb PTREMBL.,
GENEMBEL PUBLISHED APPLICATIONS AND ISSUED PATENTS

Form PCT/ISA/210 (extra sheet) (January 2004)




Gln

val

Lys-

Cys
225

Glu
Cys
Val
Ser
‘Gly
305

Ile

Glu

Ser

Gly
385

Val

J

WO 2005/003296

His

Asp

Lys

‘Glu
210

Cys

Leu

Ala

Ala

Lys

290

Asp

Cys

Lys

Glu

Lys

370

Met

Leu

Cys

Phe

Glu
450

Lys
Val
185
Leu
Gln
Arg
Ser
Arg
275
Leu
Leu

Glu

Pro

Asp

Met
180

‘Leu

Leu
Ala
Asp
Leu
260
Leu
val
Leu

Asn

Leu

© 340

Met

355

Asp

Phe

Leu

Ala

Lys.

435

Leu

Val
Leu
Leu
Ala
420

Pro

Phe

Asp

- 165

Cys

Phe
Ala
Glu
245
Gln
Ser
Thr
Glu
Gln
325

Leu

Ala

Cys

Arg
405

Ala

Leu

Glu

Asn

Glu
Phe
Asp
230
Gly
Lys
Gln
Asp
Cys
310
Asp
Glu
Asp
Lys
Glu
390
Leu
Asp

Val

Gln

Pro

Thr Ala

Ile

Ala

215

Lys

Lys

Phe

Arg

Leu

295

Ala

Ser

Lys

Leu

Asn

375

Tyr

Ala

Pro

Glu

Leu
455

Asn

Phe

Ala

200

Lys

Ala

Ala’

Gly
Phe
280
Thr
Asp
Ile
Ser
Pro
360
Ala
Lys
His
Glu

440

Gly

Leu
His
185
Arg
Arg
Ala
Ser
Glu
265
Pro
Lys
Asp
Ser
His
345
Ser
Ala
Arg

Thr

Glu

425

Pro

Glu.

Pro
170
Asp

Arg

Cys

Ser

-250

Arg

Lys

Val.

Arg

Ser
330

Cys

Leu

Glu

Arg

410

Cys

Gln

Arg

Asn

His

Lys

Leu

235

Ala

Ala

Ala

His

Ala

315

Lys

Ile

Ala

Ala

His

395

Glu

Asn

Lys

145

Leu

Glu

Pro

Ala’

220

Leu

Lys

Phe

Glu

300

Asp

Leu

Ala

Ala

Lys

380

Pro

Thr

Ala

Leu

Phe
460

Val
Glu
205
Ala
Pro
an
Lys

Phe

Arg

Thr

190

Phe

Phe

Lys

Arg

Ala

270

Ala

285

Glu

Leu

Lys

Glu

Asp

365

Asp

Asp

Thr

Lys

Ile

445

Gln

Cys
A1.a
Glu
Val
350

Phe

Val

Leu
Val
430

Lys

Asn

Pro
175

Phe

Leu
Leu
255
Trp
Glu
Cys
Lys
Cys
33

Glu
val
Phe
Ser
Glu
415
Phe

Gln

Ala

PCT/US2004/001369

Glu
Leu
Ala
Glu
Asp
240
Lys
Ala
val
His
320
Cys
Asn
Glu
Leu
Val
400
Lys
Asp
Asn

Leu



Leu
465
val

His

val

Phe
545

Ala

Glu

Lys

Phe
625

Gly

<210>
<211>
<212>
<213>

<406>

WO 2005/003296

val

Glu

Pro

Leu

Val

530

Ser

Glu

Arg

Pro

Ala

610

Ala

Leu

Arg

Val

Glu

Asn

515

Ala

Gln
Lys
595

Phe

Glu

234
630
PRT
Homo sapiens

234

Ser

Ala

500

Gln

Lys

Leu

Phe

Ile

580

Ala

val

Glu

Met Leu Leu Gln

1

Ile Ser Ala Ser

20

-Lys Met Asp Arg

35

Lys Ser Glu Val

50

Arg
485
Lys
Leu
Cys
Glu
Thr
565
Lys
Thr

Glu

Gly

Ala
S
Pro

Ile

Ala

Lys
470
Asn

Arg

Cys

Cys’

val

550

Phe

Lys

Lys

Lys

Lys
630

Phe

Lys

Ser

His

Lys

Leu

Met

Val

Thr

535

Asp

His

Gln

Glu

Cys
615

Lys

Leu

Met

Ser

Arg
55

val

Gly

Pro

Leu

520

Glu

Glu

Ala

Thr

Gln

600

Cys

Leu

Phe

Val

Serxr

40

Phe

Pro
Lys
Cys

505

His

.Ser

Asp
Ala
585
Leu

Lys

val

Leu
Gln
25

Ser

Lys

Gln

‘val

490

Ala

Glu

Leu

Ile
570

‘Leu

Lys

Ala

Ala

Leu
10
Gly

Gly

Asp

val
475
Gly
Glu
Lys
Vai
Val
555
Cys
val
Ala

Asp

Ala
635

Ala

Ser

Leu

Leu

146

Ser

Ser

Thr

525

Asn
540
Pro
Thr
Glu
val
Asp

620

Ser

Gly

Gly

Gly

Gly
60

Thr

Lys

Tyr

Pro

Arg

Lys

Leu

Leu

Met

605

Lys

Gln

Phe

Cys

Cys

45

Glu

Pxo

Cys

Leu

510°

val
Arg
Glu
Sef
Val
590
Asp

Glu

Ala

Ala
Phe
30

Asp

Glu

Thr

Cys

495

Ser

Ser

Pro

Phe

Glu

575

Lys

Asp

Thr

Ala

Ala
15
Gly

Ala

Asn

PCT/US2004/001369

Leu
480
Lys
val
Asp
Cys
Asn
560
Lys -
His -
Phe

Cys

Leu
640

Lys

Arg

His

Phe



Lys
65

Phe

Glu

. 145

- Val

Glu

Pro
225
Gln
Lys
Phe
" Glu
Leu
305
Lys

Glu

Asp

WO 2005/003296

Ala

Glu

Cys

Leu

Gly

130

Cys

Arg

Thr

Phe

Phe

210

Lys

Arg

Ala

Ala
Cys
290

Ala

Glu

Val

Phe

Leu
Asp
val
Phe
115
Glu
Phe

Pro

Phe

195

‘Thr

Leu

Leu

Glu
275
Cys
Lys
Cys

Glu

val
355

Val

His

Ala
100
Gly
Met
Leu
Glu
Leu
180
Ala
Glu
Asp
Lys
Ala
260

val

His

Cys

Asn
340

Glu

Leu

val

85

Asp

Asp

Ala

Gln

val

165

Lys

Pro

Cys

Glu

Cys

245

val

Ser

Gly

Ile

Glu

325

Asp

Ser

Ile

70
Lys
Glu
Lys
Asp
His
150
Asp

Lys

Glu

Leu
230

Ala

Ala
Lys
Asp
Cys
310
Lys

Glu

Lys

Ala
Leu
Ser
Leu
Cys
135
Lys

Val

Leu
Gln
215
Arg
Ser
Arg
Leu
Leu
295
Glu

Pro

Met

pPhe

val

Ala

Cys

120

Cys

Asp

Met

Leu

Leu

200

Ala

Asp

Leu

Leu

Val

280

Leu

Asn

Leu

Pro

‘Val

360

Ala
Asn
Glu
105
Thr
Ala
Asp
Cys
185
Phe
Ala
Glu
Gln
Ser
265
Glu
Gln
Leu
Ala
345

Cys

Gln

Glu

90

Asn

val

Lys

Asn

170

Glu

Phe

Asp

Gly

Lys
250

Gln

Asp

Cys
Asp
Glu
330

Asp

Lys

Tyr
75

val

Cys

Ala

Gln

Pro

155

Ala

Ile

Ala

Lys

Lys

235

Phe

Arg

Leu

Ala

Ser

315

Lys

Leu

Asn

147

Leu
Thr
Asp
Thr
Glu
140
Asn
Phe
Ala
Lys
Ala
220
Ala
Gly

Phe

Thr

Asp

300

Ile

Ser

Pro

Gln
Glu
Lys
Leu
125
Pro
Leu
His
Arg
Arg
205
Ala
Ser
Glu
Pro
Lys
285
Asp
Ser
His
Ser

Ala
365

Gln

Phe

Ser

110

Arg

Glu

Pro

Asp

Arg

190

Cys

Ser

Arg

Lys

270

val

Arg

Ser

Cys

Leu

350

Glu

Cys

Ala

PCT/US2004/001369

Pro
80

Lys

95 -

Leu
Glu
Arg
Arg
Asn
175
His
Lys
Leu
Ala
Ala
255
Ala
His
Ala
Lys
Ile
335

Ala

Ala

His

Asn
Leu
160
Glu
Pro
Ala
Leu
Lys
240
Phe
Glu
Thr
Asp
Leu
320
Ala

Ala

Lys



WO 2005/003296

Asp Val Phe
370

Asp Tyr Ser

385

Thr Leu Glu

Lys Val Phe

Ile Lys Gln,
435’

Gln Asn Ala
© 450

Thr Pro Thr-

465

Lys Cys Cys

Tyr Leu Sexr

Pro val Ser

-515

~Arg Arg Pro
- 530

Lys Glu Phe.

545

Leu Ser Glu

Leu Val Lys

Met Asp Asp

595

Lys Glu-Thr
610

Gln Ala Ala

625

<210>
<211>
<212>
<213>

235
631
PRT

Leu
Val
Lys
Asp

420

Leu

Lys

val
500

Asp

Cys

Asn
Lys
His
580
Phe

Cys

Leu

Gly

val

Cys

405

Glu

Cys

Leu
val
His
485
val
Arg
Phe
Ala
Glu
565
Lys
Ala
Phe

Gly

Homo sapiens

Met

Leu
380

Cys
Phe
Glu
val
Glu
470
pro
Leu
val

Ser

Glu

550

Arg

Pro

Ala

Ala

Leu
630

Phe
375

Leu

Ala

Lys

Leu

Arg

455

val

Glu

Asn

Thr

Ala

535

Gln

Lys

Phe

Glu
615

Leu
Leu
Ala
Pro
Phe
440
Ser
Ala
Gln
Lys
520

Leu

Phe

Ile

Ala

Val
600

Glu

Tyr
Arg
Ala
Leu
425
Glu
Thr
Arg
Lys
Leu
505
Cys
Glu
Thr
Lys
Thr
585

Glu

Gly

Glu

Leu

Asp

410

Val

Gln

Lys

Asn

Arg

490

Cys

Cys

Val

Phe
Lys
570
Lys
Lys

Lys

Ala
395
Pro
Glu
Leu
Lys
Leu
475

Met

Val

Asp
His
555
Gln
Glu
Cys

Lys

148

Ala

380

Lys

His

Glu

Gly

Val
460

Gly

Pro

Leu

Glu

Glu

540

Ala

Thr

Gln

Cys

Leu
620

Arg

Glu
Pro
Glu
445

Pro

Lyé

His
Ser
525
Asp
Ala
Leu
Lys
605

val

Arg

Tyr:

Cys

Gln

430

Gln

Val

Ala

Glu

510

Leu

Tyr

Ile

Leu

‘Lys

590

Ala

Ala

His

Glu

415

Asn

Lys

val

Gly

Glu

495

Lys

val

Val

Cys

val
575

Ala

Asp

Ala

- PCT/US2004/001369

Pro
Thr
400
Ala
Leu
Phe
Ser
Ser

480

Asp

Asn
Pro
Thr
560
Glu
val
Asp.

Ser



WO 2005/003296

<400> 235
Met Leu Leu

1

Ile
" Lys

- His

Phe

65

Pro
Lys
His
Thr
Asn
145
‘Leu
Glu
Pro
.Ala
Leu
225
Lys
Phe
Glu

Thr

Ser
Met
Lys

50
Lys
Phe
Thr
Thr
130
Glu
Val

Glu

Ala

210

Pro
Gln
Lys
fhe

Glu

Ala
Asp

35
Ser
Ala
Glu
Cys
i.eu
115
Gly
Cys
Arg
Thr
Phe
195

Phe

Lys

Ala

Ala
275

Cys

Gln

Serxr

20

Arg

Glu

Leu

Asp

val

100

Phe

Glu

Phe

Pro

Phe
180

Leu

Leu

260

Glu

Cys

Pro
Ile

val

Val-

His

Phe
Lys
Ser
Ala
Leub

70

Val

85

Ala
Gly
Met
Leu
Glu
165
Leu
Ala
Glu
Asp
Lys
245
Ala

val

His

Asp
Ala
Gln
150
Val
Lys
Pro
Cys
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Ser
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Cys
215
Leu
Ala
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Phe
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Leu
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Cys
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Thr
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235
Lys
Gln

Asp

Cys
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Gly
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Lys

220
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Phe
Cys
Cys

45
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Thr
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Thr
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Asn
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Gln
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290 295 ' 300

Asp Leu Ala Lys Tyr Ile Cys Glu Asan Gln Asp Ser Ile Ser Ser Lys
305 310 : 315 320

Leu Lys Glu Cys Cys Glu Lys Pro Leu Leu Glu Lys Ser His Cys Ile
325 330 335

Ala Glu Val Glu Asn Asp Glu Met Pro Ala Asp Leu Pro Ser Leu Ala
340 345 . 350

‘Ala Asp Phe Val Glu Ser Lys Asp Val Cys Lys Asn Tyr Ala Glu Ala
. 355 360 365

Lys Asp Val Phe Leu Gly Met Phe Leu Tyr Glu Tyr Ala Arg Arg His
370 _ 375 © 380

Pro Asp Tyr Ser Val Val Leu Leu ‘Leu Arg Leu Ala Lys Thr Tyr Glu
- 385 390 395 400

Thr Thr Leu Glu Lys Cys Cys Ala Ala Ala Asp Pro His Glu Cys Tyr
405 410 - 415

Ala Lys Val Phe Asp Glu Phe Lys Pro Leu Val Glu Glu Pro Gln Asn
420 425 a3 -

Leu Ile Lys Gln Asn Cys Glu Leu Phe Glu Gln Leu Gly Glu Tyr Lys
435 440 445

Phe Gln Asn Ala Leu Leu Val Arg Tyr Thr Lys Lys Val Pro Gln Val
450 455 460

Ser Thr Pro Thr Leu Val Glu Val Ser Arg Asn Leu Gly Lys Val Gly
465 470 475 480

Ser Lys Cys Cyé Lys His Pro Glu Ala Lys Arg Met Pro Cys Ala Glu
485 490 495

Asp Tyr Leu Ser Val Val Leu Asn Gln Leu Cys Val Leu His Glu Lys
500 505 ... . = 510

Thr Pro Val Ser Asp Arg Val Thr Lys Cys Cys Thr Glu Ser Leu Val
515 520 525

Asn Arg Arg Pro Cys Phe Ser Ala Leu Glu Val Asp Glu Thr Tyr Val
530 535 540

Pro Lys Glu Phe Asn Ala Glu Thr Phe Thr Phe His Ala Asp Ile Cys
545 : 550 555 560

Thr Leu Ser Glu Lys'Glu Arg Gln Ile Lys Lys Gln Thr Ala Leu Val
565 570 575

Glu Leu Val Lys His Lys Pro Lys Ala Thr Lys Glu Gln Leu Lys Ala
580 585 5%0 .

Val Met Asp Asp Phe Ala Ala Phe Val Glu Lys Cys Cys Lys Ala Asp
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Asp Lys Glu Thr Cys Phe Ald Glu Glu Gly Lys Lys Leu Val Ala Ala
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615

Ser Gln Ala Ala Leu Gly Leu
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1> 632 -

<21
<21
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<40
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Asn
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PRT
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Met
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Phe
Pro
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Thr
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Asn
Leu
Glu
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Asp

35
Lys
Lys
Phe
Thr
Thr
115
Giu
Val

Glu

195

Ala

Ser
20
Arg
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Glu
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Leu

Gly

Cys

Arg

180

Phe

Phe

Ala

5

Pro

Ile

Glu

Leu

Asp

85
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Phe

Glu

Phe

Pro

165

Phe

Thr
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Phe

Lys

Ser

val

val

Leu

Met

Ser -

Ala
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Leu

70 -
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Ala

Gly

Met

Val

Asp

Asp

Ala
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Leu
150
Glu_
Leu

Ala

Glu

Gln
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Lys
Pro

cys
215

Phe
Val
Ser
His
Ile
Lys
Glu
Lys
120
Asp‘
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Asp

Lys

‘Glu

200

Cys

Leu

Gln
25

-Ser

Ala
Leu
Ser
105
Leu
Cys
Lys
vVal
185

Leu

Gln

Leu

Gly

Gly

Phe

Phe

val

90

Ala

Ala

Ala

Ser

Leu

Lys

Ala

75

Asn

Glu

Thr

Ala

Asp

155

Cys

Phe

Ala

151

620

Gly

Gly

Gly

Asp
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Gln

Glu

Asn

val

Phe
cys
Cys

45

Leu
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Cys

Ala

125

Lys

- 140

Asn

Thr

Glu

Phe

Asp
220

Gln

Ala

Ile

Ala

205

Lys

Ala
Phe
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Lys
Gly
Leu

Thr

Asp

“110

Thr

Glu

Asn

Phe

Ala
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Lys

Ala
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Gly
val
Glu
Gln
Glu
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Lys
Leu
Pro
Leu
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Lys

Arg

Asp

Glu

Gln
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Phe
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Arg

Glu

Pro

160

Asp
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Lys

370

Pro

Thr

Ala

Leu

Phe

450

Ser

Ser

Asp

Thr

Glu

Leu

Lys

Glu

Asp
355

.AsSp

Asp

Lys

Ile
435

Gln

Lys

Pro
515

Lys
Arg
Ala
260

Ala

Cys

Glu
val
340

Phe

Val

Leu

Val

Leu
Leu
245
Trp
Glu
Cys
Lys
Cys
325
Glu
Val
Phe
Ser
Glu

405

Phe

420

Lys

Asn

Pro

Cys

Leu

500
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Gln

Ala’

Thr
Cys
485

Ser

Ser

Asp
230

Lys

Val
His
310
Cys
.Asn
Glu
Leu
val
390

Lys

Asp

Asn

Leu

Leu

470

Lys

val

Asp

Glu

Cys
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Ser

Gly

295

Ile

Glu

Asp

‘Ser

Gly
375

Val

Cys

Glu

Leu
455
val
His
val

Arg

Leu

Ala

Ala
Lys
280
Asp
Cys
Lys
Glu
Lys
360

Met

Leu

Cys

.Phe

Glu

440

Val

Glu

Pro

Leu

Val
520

Arg

Ser

Arg

‘265

Leu

Leu

Glu

Pro

Met

345

Asp

Phe

Leu

Ala

Lys

425

Leu

Arg

val

Glu

Asn

505

Thr

Asp

Leu

250

Leu

val

Leu

Asn

Leu

330

Pro
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Leu

Leu

Ala

410

Pro

Phe

Ser
Ala
490

Gln

Lys

Glu

235

Gln

Ser

Thr

Glu

Gln

315

Leu

Ala

Cys

Arg

395

Ala

Leu

Glu

Thr

Arg
475

Lys

Leu

152

Gly
Lys
Gln
Asp
Cys
300
Asp
Glu
Asp
Lys
Glu
380

Leu

Asp

Vval

Gln

Lys

460

Asn

Arg

Cys

Cys

Lys
Phe
Arg
Leu
285
Ala

Ser

Lys

Leu

Asn
365

Ala

Pro

Glu

Leu

Ala
Gly

Phe

270

Asp

Ile

Ser

Pro
350

Tyx

Ala

Lys

His

Glu

430

Gly

445

Lys
Leu
Met
-Val

Thr
525

Val

Gly

Pro

Leu

510

Glu

Ser

Glu

255

Pro

Lys
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335

Ser

Ala.

Arg

Thr

Glu
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Pro

Glu
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Asn Arg
530

Pro Lys
Thr Leu
Glu Leu

val Mef
595

Asp Lys
610

Ser Gln

<210> 237
<211> 642
<212> PRT

<213>

<400> 237
Met Lys Trp Val Ser

1

Tyr

His

Ile

Lys
65

. Glu

Lys

His

Ser Arg
Arg Phe
' 35

Ala Phe
50

Leu Val
Ser Ala
Leu'Cys
Cys Cys

115

Lys Asp
130

Arg

Glu

Ser

Val

580

Asp

Glu

Ala

Ser

Lys

Ala

Asn

Glu

100

Ala

Asp

Pro

Phe

Glu

565

Lys

Asp

Thr

Ala

Homo sapiens

5

Leu
Asp
Glg
Glu
Asn

85

val

Lys’

Asn

Cys
Asn
550
Lys

His

Phe

Cys

Leu
630

Phe
Asp

Leu

Val
70

Cys

Ala
Gln

Pro

Phe
535
Ala
Glu
Lys
Ala
Phe

615

Gly

Ile
Lys
Gly
Leu
Thr
Asp
Th
Glu

Asn
135

Ser
Glu

Arg

Ala
600
Ala

Leu

Ser
Axg
Glu

40
Gln
Glu
Lys
Leu
Pro

120

Leu

Ala
Thr
Gln
Lys
585
Phe

Glu

Leu
Asp

25
Glu
Gln
Phe
ser
Arg
105

Glu

Pro

Leu Glu
Phe Thr
555
Ile Lys
570
Ala Thr

val Glu

Glu Gly

Leu Phe
10
Ala His
Asn Phe
Cys Pro
Ala Lys
75
Leu His
90 -
Glu Thr

Arg Asn

Arg Leu

153

Val

540

Phe

Lys

Lys

Lys

‘Lys

620

Leu

Lys

Lys

Glu

Val
140

Asp

His

Gln

Glu

Cys

605

Lys

Phe

Ser

Ala

45

Glu

Cys.

Leu

Gly

Cys

125

Arg

Glu

Ala

Gln
590

Cys

Leu

Ser
Glu
Leu
Asp
val
Phe
Glu
110

Phe

Pro

Thr

Asp
Ala
575
Leu

Lys

Val

Ser

15
Val
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His
Ala
Gly

95
Met

Leu

Glu
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Asp Val Met Cys Thr Ala Phe His Asp Asn Glu Glu Thr Phe Leu Lys
145 150 155 160

"Lys Tyr Leu Tyr Glu Ile Ala Arg Arg His Pro Tyr Phe Tyr Ala Pro
- 165 170 . 175

Glu Leu Leu Phe Phe Ala Lys Arg Tyr Lys Ala Ala Phe Thr Glu Cys
180 . 185 . 190

Cys Gln Ala Ala Asp Lys Ala Ala Cys Leu Leu Pro Lys Leu Asp Glu
' 195 ' 200 205 -

“Leu Arg Asp Glu Gly Lys Ala Ser Ser Ala bys Gln Arg-Leu Lys Cys
- 210 215 220

Ala Ser Leu Gln Lys Phe Gly Glu Arg Ala Phe Lys Ala Trp Ala Val
'225 230 . 235 240

‘Ala Arg Leu Ser Gln Arg Phe Pro Lys Ala Glu Phe Ala Glu Val Ser
245 250 255

Lys Leu Val Thr Asp Leu Thr Lys Val His Thr Glu Cys Cys His Gly
260 265 : 270

Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala Asp Leu Ala Lys Tyr Ile
275 - 280 ’ 285

€Cys Glu Asn Gln Asp Ser Ile Ser Ser Lys Leu Lys Glu Cys Cys Glu
290 295 300

-

Lys Pro Leu Leu Glu Lys Ser His Cys Ile Ala Glu Val Glu Asn Asp
305 _ 310 . 315 320

Glu Met Pro Ala Asp Leu Pro Ser Leu Ala Ala Asp Phe Val Glu Ser
325 330 ’ 335

Lys Asp Val Cys Lys Asn Tyr Ala Glu Ala Lys Asp Val Phe Leu Gly
: 340 ) 345 N 350

Met Phe Leu Tyr Glu Tyr Ala Arg Arg His Pro Asp Tyr Ser Val Val
355 . - 360 ) 365

Leu Leu Leu Arg Leu Ala Lys Thr Tyr Glu Thr Thr Leu Glu Lys Cys
370 . 375 380

- Cys Ala Ala Ala Asp Pro His Glu Cys Tyr Ala Lys val Phe Asp Glu
385 390" ’ 395 . 400

Phe Lys Pro Leu Val Glu Glu Pro Gln Asn Leu Ile Lys Gln Asn Cys
405 " 410 . 415

Glu Leu Phe Glu Gln Leu Gly Glu Tyr Lys Phe Gln Asn Ala Leu Leu
- 420 425 . 430 N

‘Val Arg Tyr Thr Lys Lys Val Pro Gln Val Ser Thr Pro Thr Leu Val
. 435 440 445

154
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Glu Val Ser
450

Pro Glu Ala

465

Leu Asn Gln

Val Thr Lys

-'Ser Ala Leu

515

Glu Thr Phe
. 530

Arg Gln Ile

545

Pro Lys Ala

Aia Phe Val

"Ala Glu Glu

595

Leu His Gly
610

Asn Leu Ala

625

Thr Asp

<210>
<211>
. <212>
<213>

<400>

238
642
PRT

Arg

Lys

Leu

Cys

Asn

Arg

Cys

485

Cys

500

Glu

Lys

Glu
580
Gly

Asp

Ala

val

- Phe

Lys
Lys
565

Lys

Lys

Gly

Arg

Homo sapiens

238

Leu
Met
470
val
Thr
Asp
His
Gln
550

Glu
Cys
Lys
Ser

Asp
630

Met Lys Trp Val Ser Phe

1

Tyr Ser Arg S
‘Glu Met Asn Thr Ile Leu

Trp Leu Ile Gln Thr Lys

35

20

5

er Leu Asp

Gly

455

Pro

Leu

Glu

Glu

Ala

535

Thr

Gln

Cys

Phe
615

Phe

Ile

Lys

Asp

Ile

Lys

Cys

His

Ser

Thr

520

Asp

Ala

Leu

Lys

Val

600

Ser

Ile

Ser

Arg

Asn
40

Val

Ala

Glu

Leu

505

Ile

Leu

Lys

Ala

585

Ala

Asp

Asn

Leu
His
25

Leu

Asp

Gly
Glu
Lys
490
Val
Val
Cys
Val
Ala
570
Asp

Ala

Glu

Leu
10
Gly

Ala

Asp

Ser
Asp

475

Asn

Glu
555

Val

Asp

Ser
Met

Leu
635

Phe
Asp
Ala

Ala

155

‘Lys

460

Arg
Lys
Leu
540
Leu
Met
Lys
Gln
Asn

620

Ile

Leu
Gly
Arg

His

Cys
Leu

Val

Arg’

Glu
525
Ser
val
Asp
Glu
Ala

605

Gln

Phe
Ser
Asp

45

Lys

Cys
Ser
Ser
Pro
510
Phe
Glu
Lys
Asp
Thr
590
Ala

Ile

Thr

Ser
Phe
Phe

Ser

Lys
val
Asp
495
Cys
Asn
Lys
His
Phe
575
Cys
Leu

Leu

Lys

Ser
15
Ser

Ile

Glu
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225

Glu

~ cys
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- Ile
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Lys
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Asp
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Asp

Lys

Glu

210

Cys

Leu

Ala

Ala

Lys

290

Asp

Cys

Lys

Glu

Arg
Ala
Leu
Ser
115
Leu
Cys

Lys

Val

195

Leu

Gln
Arg
Ser
Arg
275
Leu
Leu
Glu
Pro

Met

Phe

Phe

‘Val

100

Ala
Cys
Cys
Asp
Met
180
Leu
Leu
Ala
Asp
Leu
260
Leu
val
Leu
Asn
Leu

340°

Pro

Lys
Ala

85
Asn
Glu

Thr

Ala

Asp

165

Cys

Phe
Ala
Glu
245
Gln
Ser
Thr
Glu
Gln
325

Leu

Ala

Asp

70
Gln
Glu
Asn
Val
Lys
150
Asn
Thr
Glu
Phe
Asp
230
Gly
Lys
Gln
Asp
Cys
310
Asp
Glu

Asp

55

Leu
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Cys
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135
Gln
Pro
Ala
Ile
Ala
215
Lys
Lys
Phe
Arg
Leu
295
Ala
Se.r
Lys

Leu

Gly

Leu

Asp

Glu

Gln

Glu

105

Lys

120 -

Thr

Glu
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Phe

Ala

200

Lys
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Ala
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280

Thr
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Pro

Leu
Pro
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185
Arg
Arg
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Pro
Lys
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Ser
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345

Ser

Glu

Gln

90

Phe
Ser
Arg
Giu
Pro
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Asp
Arg
Tyr
Cys
Ser
250
Arg
Lys
val

Arg

Ser
330

Cys

Leu

Asn
75

Cys

Ala

Leu

‘Glu

Arg
155

Arg

Asn

His

Lys

Leu

235

Ala

Ala

Ala
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Ala

315

Lys

Ile

Ala
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Phe

Pro

Lys

His

Thr

140

Asn

Leu

Glu

Pro

Ala
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Leu

Lys

Phe

Glu

Thr
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Asp

Leu

Ala

Ala

Lys

Phe

Thr
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Tyr

Glu
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Glu

205

Ala

Pro

Gln

Lys

Phe
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Glu

Leu

Lys

Glu

Asp

Ala

Glu

Cys
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Leu
Gly
Cys
Arg
Thr
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Phe
Phe
Lys
Arg
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270
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Cys
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Glu

Val
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Phe

Leu
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Val
Phe
Glu
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Phe

Thr
Leu
Leu
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Trp
Glu
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335
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Pro-

Leu
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Arg

Pro
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Leu
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Leu

Ala
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Leu

Arg
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Glu
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Thr
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Thr
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Glu
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Leu
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Cys
Tyr
Arg
405
Ala
Leu
Glu
Thr
Arg
485
Lys
Leu
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Thr
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Lys
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Leu

Asp
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Asn

Arg
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Cys
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Pro
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Pro
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Pro
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370 : 375 © 380

His Thr Glu Cys-Cys His Gly Asp Leu Leu Glu Cys Ala Asp Asp Arg .
© 385 390. . 395 400

Ala Asp Leu Ala Lys Tyr Ile Cys Glu ‘Asn Gln Asp Ser Ile Ser Ser
405 410 415

Lys Leu Lys Glu Cys Cys Glu Lys Pro Leu Leu Glu Lys Ser His Cys
420 425 ~430

Ile Ala Glu Val Glu Asn Asp Glu Met Pro Ala Asp Leu Pro Ser Leu
435 440 © 445 .

Ala Ala Asp' Phe Val Glu Ser Lys Asp Val Cys Lys Asn Tyr Ala Glu
450 ) : 455 ) 460 . :

Ala Lys Asp Val Phe Leu Gly Met Phe Leu Tyr Glu Tyr Ala Arg Arg
465 470 : 475 480

His Pro Asp Tyr Ser Val Val Leu Leu Leu Arg Leu Ala Lys Thr Tyr
485 490 495

Glu Thr Thr Leu Glu Lys Cys Cys Ala Ala Ala Asp Pro His Glu Cys
500 505 510

Tyr Ala Lys Val Phe Asp Glu Phe Lys Pro Leu Val Glu Glu Pro Gln
515 520 ) 525

Asn Leu Ile Lys Gln Asn Cys Glu Leu Phe Glu Gln Leu Gly Glu Tyr
530 . 535 ] 540

Lys Phe Gln Asn Ala Leu Leu Val Arg Tyr Thr Lys Lys Val Pro Gln
545 550 . 555 ° 560

Val Ser Thr Pro Thr Leu Val Glu Val Ser Arg Asn Leu Gly Lys Val
565 570 575

'Gly Ser Lys Cys Cys Lys His Pro Glu Ala Lys Arg Met Pro Cys Ala
580 585 590

Glu Asp Tyr Leu Ser Val Val Leu Asn Gln Leu Cys Val Leu His Glu
595 600 605

Lys Thr Pro Val Ser Asp Arg Val Thr Lys Cys Cys Thr Glu Ser Leu
610 615 . 620

vVal Asn Arg Arg Pro Cys Phe Ser Ala Leu Glu Val Asp Glu Thr Tyr
625 630 . . 635 640

val Pro Lys Glu Phe Asn Ala Glu Thr Phe Thr Phe His Ala Asp Ile
645 650 655 - :

Cys Thr Leu Ser Glu Lys Glu Ar'g' Gln Ile Lys Lys Gln Thr Ala Leu
660 665 670 :

" val Glu Leu Val Lys His Lys Pro Lys Ala Thr Lys Glu Gln Leu Lys
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Leu Arg Asp Glu Gly Lys Ala Ser Ser Ala Lys Gln Arg Leu Lys Cys
210 215 220

Ala Ser Leu Gln Lys Phe Gly Glu Arg Ala Phe Lys Ala Trp Ala Val
225 230 235 . 240

Ala Arg Leu Ser Gln Arg Phe Pro Lys Ala Glu Phe Ala Glu Val Ser
: 245 250 . 255

-Lys Leu Val Thr Asp Leu Thr Lys Val His Thr Glu Cys Cys His Gly
- 260 _ 265 270

Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala Asp Leu Ala Lys Tyr Ile
275 280 ' ) 285

Cys Glu Asn Gln Asp Ser Ile Ser Sef Lys Leu Lys Glu Cys Cys Glu
- 290 295 300

Lys Pro Leu Leu Glu Lys Ser His Cys Ile Ala Glu Val Glu Asn Asp
305 310 315 320

Glu Met Pro Ala Asp Leu Pro Ser Leu Ala Ala Asp Phe Val Glu Ser
325 330 335

Lys Asp Val Cys Lys Asn Tyr Ala Glu ‘Ala Lys Asp Val Phe Leu Gly
340 345 350

Met Phe Leu Tyr Glu Tyr Ala Arg Arg His Pro Asp Tyr Ser Val Val
355 360 365

Leu Leu Leu Arg Leu Ala Lys Thr Tyr Glu Thr Thr Leu Glu Lys Cys
370 378 380

Cys Ala Ala Ala Asp Pro His Glu Cys Tyr Ala Lys Val Phe Asp Glu
385 390 395 400

" Phe Lys Pro Leu Val Glu Glu Pro Gln Asn Leu Ile-Lys Gln Asn Cys'
405 ) © 410 . : - 415

Glu Leu Phe Glu Gln Leu Gly Glu Tyr Lys Phe Gln Asn Ala Leu Leu
420 425 430

' Val Arg Tyr Thr Lys Lys Val Pro Gln Val Ser Thr Pro Thr Leu Val
435 440 445

Glu Val Ser Arg Asn Leu Gly Lys Val Gly Ser Lys Cys Cys Lys His :
450 455 460 i

Pro Glu Ala Lys Arg Met Pro Cys Ala Glu Asp Tyr Leu Ser Val val
465 470 475 480

- Leu Asn Gln Leu Cys Val Leu His Glu Lys Thr Pro Val Ser Asp Arg
' 485 490 495

'val Thr Lys Cys Cys Thr Glu Ser Leu Val Asn Arg Arg Pro Cys Phe
500 505 510
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Lys Asp Val Phe Leu Gly Met Phe Leu Tyr Glu Tyr Ala Arg Arg His
- 450 455 460

Pro Asp Tyr Ser Val Val Leu Leu Leu Arg Leu Ala Lys Thr Tyr Glu
465 ) 470 475 480

Thr Thr Leu Glu Lys Cys Cys Ala Ala Ala Asp Pro His Glu Cyé Tyr
485 490 495

Ala Lys Val Phe Asp Glu Phe Lys Pro Leu Val Glu Glu Pro Gln Asn
500 505 510

Leu Ile Lys Gln Asn Cys Glu Leu Phe Glu Gln Leu Gly Glu Tyr Lys
515 520 525

Phe Gln Asn Ala Leu Leu Val Arg Tyr Thr Lys Lys Val Pro Gln Val
530 _ 535 ‘ 540-

Ser Thr Pro Thr Leu Val Glu Val Ser Arg Asn Leu Gly Lys val Gly
545 550 555 560

Ser Lys Cys Cys Lys His Pro Glu Ala Lys Arg Met Pro -Cys Ala Glu
565 570 - 575 .

Asp Tyr Leu Ser Val val Leu Asn Gln Leu Cys Val Leu His Glu Lys
580 585 - ’ 590

Thr Pro Val Ser Asp Arg Val Thr Lys Cys Cys Thr Glu Ser- Leu Vval
595 600 : 605

Asn Arg Arg Pro Cys Phe Ser Ala Leu Glu Val Asp Glu Thr Tyr val
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610 ' 615 - 620

Pro Lys Glu Phe Asn Ala Glu Thr Phe Thr Phe His Ala Asp Ile Cys
625 630 635 640

Thr Leu Ser Glu Lys Glu Arg Gln Ile Lys Lys Gln Thr Ala Leu Val
645 "~ 650 _ 655

Glu Leu Val Lys His Lys Pro Lys Ala Thr Lys Glu Gln Leu Lys Ala
660 665 670

Val Met Asp Asp Phe Ala Ala Phe Val Glu Lys Cys Cys Lys Ala Asp
675 680 : 685

Asp.ﬁys Glu Thr Cys Phe Ala Glu Glu Gly Lys Lys Leu Val Ala Ala .
690 695~ 700

Ser Gln Ala Ala Leu Gly Leu
705 - 710

<210> 253

<211> 728

. <212> PRT

<213> Homo sapiens

<400> 253

Met Lys Trp Val Ser Phe Ile Ser Leu Leu Phe Leu Phe Ser Ser Ala
-1 5 10 : 15

Tyr Ser Arg Ser Leu Asp Lys Arg Asp Ala His Lys Ser Glu Val Ala
: 20 25 30

'Hié Arg Phe Lys Asp Leu Gly Glu Glu Asn Phe Lys Ala Leu Val Leu
Ile Ala Phe Ala Gln Tyr Leu Gln Gln Cys Pro Phe Glu Asp His Val
50 55 60

Lys Leu.Val Asn Glu Val Thr Glu Phe Ala Lys Thr Cys val Ala Asp
65 70 : 75 .80

Glu Ser Ala Glu Asn Cys Asp Lys Ser Leu His Thr Leu Phe Gly Asp
85 ‘ 90 95

Lys Leu Cys Thr Val Ala Thr Leu Arg Glu Thr Tyr Gly Glu Met Ala
100 105 110

Asp Cys Cys Ala Lys Gln Glu Pro Glu Arg Asn Glu Cys Phe Leu Gln
115 B 120 125 :

His Lys Asp Asp Asn Pro Asn Leu Pro Arg Leu Val Arg Pro Glu Val
130 ) 135 140 '

Asp Val Met Cys Thr Ala Phe His Asp Asn Glu Glu Thr Phe Leu L&s
145 150 155 _ 160

Lys Tyr Leu Tyr Glu Ile Ala Arg Arg His Pro Tyr Phe Tyr Ala Pro
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Ala
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Leu
Trp
Glu
Cys
270
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Val
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725
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Val

Cys

Lys

aAla

135

aAla
Leu
Val
Asp
Asp
215
Ala
Gln
val
Lys
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Lys

Asn

Thr

105

val

Ser

Arg‘

Ala
Leu
185
Ser
Leu
Cys

Lys

Val
265

.Leu

Leu

10

Ala

Ser

Gln

Gln

Gly

90

Ser

Gly

Arg

Phe

Phe

170

val

Ala

Cys

Cys

.Asp

250

1
Met
Leu

Leu

Phe

Glu

Leu

val

75

cys

-Gln

Trp
Lys
Lys
155
Ala
Asn
Glu
Thr
Ala
235

Asp

Cys

Phe

196

Leu
His
Trp
Thr

60
Phe
Arg
Thr
Arg
Ile
140
Asp
Gln
Glu
Asn
val
220
Lys
Asn
Thr

Glu

Phe
300

Phe
Lys
Val

45

Val

Gly

125

Gly

Val
Cys
205
Ala
Gln
Pro

Ala

Ile

285"

Ala

Ser
Ser

30
Leu
Glu
Ile
val
110

Ile

Arg

Gly

Leu
Thr
190
Asp
Thr
Glu

Asn

Phe

270

Ala

Lys

Ser
His
Asp
Gly
Thr

Asp
95

‘Arg

Arg

Thr.

Glu
Gln
175
Glu
Lys
Leu
Pro
Leu
255
His
Arg

Arg

PCT/US2004/001369

Ala
Arg
Lys
Glu
Arg

80
Asp
Ala
Ile
Asp
Glu
160
Gln
Phe
Ser
Arg
Glu
240
Pro

Asp

Arg



Lys
305

Ala
~Ala
'His
385
‘Ala
' Lys
Ile
. Ala
Ala
465
His
l Glu
Tyr
Asn
Lys
. 545
Val

Gly

Glu

WO 2005/003296

Ala
Leu
Lys
Phe
Glu
370
Thr
Asp
Leu
Ala
Ala
450
Lys
Pro
Thr
Ala
Leu
530
Phe
Ser

Ser

Asp

Ala

.Pro

Gln

Lys

355

Phe

Glu

Leu

Lys

Glu

435

Asp

Asp

Asp

Thr

‘Lys

515

Ile

Gln

Lys

595

Phe

Lys

Arg
340
Ala

Ala

Cys

Ala.

Glu
420

Vél
Phe

Val

Leu
500

val

Lys

Asn

Pro

Cys

580

Leu

Thr
Leu
325

Leu

Glu

Cys

Lys

405

Cys

Glu

Val

Phe

Ser

485

Glu

Phe

Gln

Ala

Thr

565

Cys

Ser

Glu

310

Asp

Lys

Ala

Val

His

390

Tyx

Cys

Asn

Glu

Leu

470

Vval

Lys

Asp

Asn

Leu

550

Leu

Lys

val

Cys
Glu
Cys
val
Ser
375
Gly
Ile
Glu
Asp
Ser
455
Gly
Val
Cys
Glu
Cys
535
Leu
Val
His

val

Cys

Leu

Ala

Ala

360

Lys

Asp

Cys

Lys

Glu

440

Lys

Met

Leu

Cys-
505

Phe

520

Glu

Val

Glu

Pro

Leu
600

Gln

Arg

Ser

345

Arg

Leu

Leu

Glu

Pro

425

Met

Asp

Phe

Leu

Ala

Lys

Leu

Arg

val

Glu

585

Asn

Ala

Asp

330

Leu

Leu

val

Leu

Asn

410

Leu

Pro

Val

Leu

Leu

490

Ala

Pro

Phe

Ser
570

Ala

Gln

Ala
315

Glu

Gln

Ser

“Thr

Glu
395

Gln

Ala

Cys

Tyr

475

Arg

Ala

Leu

Glu

Thr

555

Arg

Lys

Leu

197

Asp

Gly

Lys

Gln

Asp

380

Cys

Asp

Glu

Asp

Lys

460

Glu

Leu

Asp

val

Gln

540

Lys

Asn

Arg

Cys

Lys

Lys

Phe

Arg

365

Leu

Ala

Ser

Lys

Leu

445

Asn

Ala

Glu

525

Leu

Lys

Leu

Met

val
605

Ala

Gly
350

Phe

Asp
Ile
Ser

430

Pro

Ala
Lys

His

Ala

Ser

335

Glu

Pro

Lys

Asp

Ser

415

His

Ser

Ala

Arg

Thr

495

Glu

510

Glu

Gly

val

Gly

Pro

590

Leu

Pro
Glu
Pro
Lys
575

Cys

His

PCT/US2004/001369

Cys
320
Ser
Arg
Lys

val

Arg
400

‘Ser

Cys

Leu

Glu

Arg

480

cys

Gln

Gln
560

val

Ala

Glu



Lys
-Val
625

Val
cys

val

Asp
705

Ala

<210>
<211>
<212>
<213>

<400>

WO 2005/003296

610

Asn

Pro

Glu
val
690

Asp

-Ser

Pro
Arg
Lys
Leu
Leu
675
Met

Lys

Gln

255
744
PRT
Homo sapiens

255

Vgl
Arg
Glu
Ser
660
val
Asp

Glu

Ala

Met Lys Trp Val

1
-.]}I
His
Ile
Lys

65

-Glu

Lys

Ser
Arg
Ala

50
Leu

Ser

Leu

Cys

Arg
Phe

35
Phe
val
Ala

Cys

Cys
115

Ser

Lys

Ala

Asn

Glu

Thr

100

Ala

Ser
Pro
Phe
645
Glu
Lys
Asp

Thr

Ala
725

Ser
5
Leu
Asp
Gln
Glu
Asn
85

val

Lys

Asp Arg Val

cys

630

Asn

Lys

His

Phe

Cys

710

Leu

Phe

Asp

Leu

Val
70

Cys

Ala

Gln

615

Phe
Ala
Glu
Lyg
ala
695

Phe

Gly

Ile
Lys
Gly
Leu
Thr
Asp
Thr

Glu

Ser

Glu

Pro

680

Ala

Ala

Leu

Ser

Glu

40

Gln
Glu
Lys
Leu

Pro
120

Ala

‘Gln

665

Lys

Phev

Glu

Leu
Asp

25
Glu
Gln
Phe
Serx
Arg

105

Glu

Lys

Leu

Phe

650

Ile

Ala

val

Glu

Leu

10
Ala
Asn
Cys
Ala
Leu

90

Glu

Arg

Cys
Giu
635
Lys
Thr
Glu

Gly
715

Phe
His
Phe
Pro
Lys

75

His

Asn

198

Cys
620
val
Phe
Lys

Lys

Lys
700

Lys

Leu

Lys

Lys

Phe

60

Thr

Thr

Glu

Thr
Asp
His
Gln
Glu
685

Cys

Lys

Phe
Ser
Ala

45

Glu

Leu
Gly

Cys
125

Glu
Glu
Ala
670
Gln
Cys

Leu

Ser
Glu

30
Leu
Asp
val
Phe
Glu

110

Phe

Ser

Thr

Asp

655

Ala

Leu

Lys

val

Ser

15

val

val

His

Ala

Gly

85

Met

Leu

PCT/US2004/001369

Leu

640

Ile

Leu

Lys

Ala

Ala
720

Ala
Ala
Leu
val
Asp

80

Asp

Gln



WO 2005/003296 PCT/US2004/001369

His Lys Asp Asp Asn Pro Asn Leu Pro Arg Leu Val Arg Pro Glu Val
130 135 140

Asp Val Met Cys Thr Ala Phe His Asp Asn Glu Glu Thr Phe Leu Lys
145 150 155 : 160

Lys Tyr Leu Tyr Glu Ile Ala Arg Arg His Pro Tyr Phe Tyr Ala Pro
165 170 175

Glu Leu Leu Phe Phe Ala Lys Arg Tyr Lys Ala Ala Phe Thr Glu Cys
180 185 190

Cys Gln Ala Ala Asp Lys Ala Ala Cys Leu Leu Pro Lys Leu Asp Glu
195 200 205,

Leu Arg Asp Glu Gly Lys Ala Ser Ser Ala Lys Gln Arg Leu Lys Cys
. 210 215 220

Ala Ser Leu Gln Lys Phe Gly Glu Arg Ala Phe Lys Ala Trp Ala Val
225° 230 235 240

. Ala Arg Leu Ser Gln Arg Phe Pro Lys Ala Glu Phe Ala Glu .Val Ser
‘245 250 255

Lys Leu Val Thr Asp Leu Thr Lys Val His Thr Glu Cys Cys His Gly
: 260 265 270 )

Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala Asp Leu Ala Lys Tyr Ile
275 280 285

Cys Glu Asn Gln Asp Ser Ile Ser Ser Lys Leu Lys Glu Cys Cys Glu
) 290 295 300

Lys Pro Leu Leu Glu Lys Ser His Cys Ile Ala Glu Val Glu Asn Asp
305 310 315 320

Glu Met Pro Ala Asp Leu Pro Ser Leu Ala Ala Asp Phe Val Glu Ser
325 330 335

Lys Asp Val Cys Lys Asn Tyr Ala Glu Ala Lys Asp Val Phe Leu Gly
340 : 345 350

Met Phe Leu Tyr Glu Tyr Ala Arg Arg His Pro Asp Tyr Ser Val val
355 360 , 365

Leu Leu Leu Arg Leu Alé Lys Thr Tyr Glu Thr Thr Leu Glu Lys Cys
370 375 _ . 380 '

Cys Ala Ala Ala Asp Pro His Glu Cys Tyr:Ala Lys Val Phe Asp Glu
385 390 395 400

Phe Lys Pro Leu Val Glu Glu Pro Gln Asn Leu Ile Lys Gln Asn Cys
- 405 - 410 ) 415

Glu Leu Phe Glu Gln Leu Gly Glu Tyr Lys Phe Gln Asn Ala Leu Leu
420 425 430
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Ala Ala Ala Cys Gly Cys Gly Gly
740

<210> 256
<211> 744
<212> PRT
<213> Homo sapiens .

<400> 256
Met Lys Trp Val Ser Phe Ile Ser Leu Leu Phe Leu Phe Ser Ser Ala
1 5 10 15

- Tyr Ser Arg Ser Leu Asp Lys Arg Trp Gly Pro Asp 2la Arg Gly Val
20 25 ’ 30 ’

Pro Val Ala Asp Gly Glu Phe Ser Ser Glu Gln Val Ala Lys Ala Gly
35 : 40 . 45

Gly Thr Trp Leu Gly Thr His Arg Pro Leu Ala Arg Leu Arg Arg RAla
50 55 60

Leu Ser Gly Pro Cys Gln Leu Trp Ser Leu Thr Leu Ser Val Ala Glu
65 70 75 . 80

Leu Gly Leu Gly Tyr Ala Ser Glu Glu Lys Val Ile Phe Arg Tyr Cys
85 90 : 95

Ala Gly Ser Cys Pro Arg Gly Ala Arg Thr Gln His Gly Leu Ala Leu
100 105 ' 110

Ala Arg Leu Gln Gly Gln Gly Arg Ala His Gly Gly Pro Cys Cys Arg
115 _ 120 125

Pro Thr Arg Tyr Thr Asp Val Ala Phe Leu Asp Asp Arg His Arg Trp
130° 135 140

Gln Arg Leu Pro Gln Leu Ser Ala Ala AlaA Cys Gly Cys Gly Gly Asp
145 150 155 160

Ala His Lys Ser Glu Val Ala His Arg Phe Lys Asp Leu Gly Glu Glu
: ’ 165 170 175

Asn Phe Lys Ala Leu Val Leu Ile Ala Phe Ala Gln Tyr Leu Gln Gln
180 185 190

Cys Pro Phe Glu Asp His Val Lys Leu Val Asn Glu Val Thr Glu Phe
195 200 205 - :

Ala Lys Thr Cys Val Ala Asp Glu Ser Ala Glu Asn Cys Asp Lys Ser
210 - : 215 . 220

Leu His Thr Leu Phe Gly Asp Lys Leu Cys Thr val Ala Thr Leu Arg
225 230 235 _ 240

Glu Thr Tyr Gly Glu Met Ala Asp Cys Cys Ala Lys Gln Glu Pro Glu
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Asn
Leu
Glu
290
Pro
Ala
Leu
Lys
Phe
370
Glu
Thr
Asp
Leu

Ala

‘Glu

Val
275

Glu

Ala

Gln
355
Lys
Phe
Glu
Leu
Lys
435

Glu

450 |

Ala
Lys
Pro
Thr
Ala

530

Leu

Asp

Asp

Asp

Cys
260

Arg

Phe

Phe

v Lys

340

Arg

‘Ala

Ala
Cys
Ala
420
Glu
val
Phe
val

Tyr

500

Thr
515

Lys

Ile

Leu.

Val

Lys

245

Phe

Pro

Phe

Thr

325

Leu

Leu

Trp

Glu

Cys

405

Lys

Cys

Glu

val

Phe

485

Ser

Glu

Phe

Gln

Leu
Giu
Leu
Ala
310
Glu

Asp

Lys

val
390

His

Cys
Asn
Glu
470
Leu
vVal
Lys
Asp

Asn

Gln

val

Lys
295

Pro

Cys

Glu

Cys

val

375

Ser

Gly

Ile

Glu

Asp

455

Ser

Gly

Val

Cys

Glu
535

Cys

His

Asp
280

Lys

Glu

Cys

Léu
Ala
360
Ala
Lys

Asp

Cys

Lys

440

Glu
Lys

Met

Leu

Cys
520

Phe

Glu

Lys
265

Val

Leu

Gln

Arg

345

Ser

Arg

Leu

Leu

Glu

250

Asp

Met

Leu

Leu

Ala

330

Asp

Leu

Leu

val

Leu

410

Asn

425

Pro

Met

Asp

Phe

Leu

505

Ala

Lys

Leu

Leu

Pro

val

Leu

490

Leu

Ala

Pro

Phe

AsSp

Cys

Phe
315
Ala
Glu
Gln
Ser
Thr
395
Glu

Gln

Leu

Cys
475
Arg
Ala
Leu

Glu

202

Asn
Thr
Glu
300
Phe
Asp

Gly

Lys

Gln

380

Asp

Cys
Asp
Glu

Asp

460

Lys

Glu
Leu
Asp
val

540

Gln

Pro

Ala

285 .

Ile

Ala

Lys

Lys

Phe

365

Arg
Leu
Ala
Ser
Lys
445

Leu

Asn

Ala

Pro

525

Glu

Leu

' 255

Aén Leu
270

Phe His
Ala Arg
Lys Arg

Ala Ala
335

Ala Ser
350

Gly Glu
Phe Pro
Thr Lys
Asp Asp

415

Ilé Ser
430 :

Ser His

Pro Ser
Tyr Ala
Ala Arg

495

Lys Thr
510

His Glu

Glu Pro

Gly Glu
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Pro
Asp
Arg '
320
Cys
Ser
Arg
Lys
Val
400
Arg
Ser
Cys
Leu
Glu -
480

Arg

Cys :

Gln
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545 550 . 555 : '~ 560

Lys Phe Gln Asn Ala Leu Leu Val Arg Tyr Thr Lys Lys Val Pro Gln -
565 570 575

Val Ser Thr Pro Thr Leu Val Glu Val Ser Arg Asn Leu Gly Lys Val
580 ' 585 590

Gly Ser Lys Cys Cys Lys His Pro Glu Ala Lys Arg Met Pro Cys Ala
595 600 605

Glu Asp Tyr Leu Ser Val Val Leu Asn Gln Leu Cys Val Leu His Glu
610 615 . 620

Lys Thr Pro val ‘Ser Asp Arg Val Thr Lys Cys Cys Thr Glu Ser Leu
625 630 . 635 ) . 640

Val Asn Arg Arg Pro Cys Phe Ser Ala Leu Glu Val Asp Glu Thr Tyr
645 . 650 655

Val Pro Lys Glu Phe Asn Ala Glu Thr Phe Thr Phe His Ala Asp Ile
660 665 670

Cys Thr'Leu Ser Glu Lys Glu Arg Gln Ile Lys Lys Gln Thr Ala Leu
675 680 685

Val Glu Leu Val Lys His Lys Pro Lys Ala Thr Lys Glu Gln Leu Lys
) 690 695 700

Ala Val Met Asp Asp Phe Ala Ala Phe Val Glu Lys Cys Cys Lys Ala
. 705 ' 710 715 720

Asp Asp Lys Glu Thr Cys Phe Ala Glu Glu Gly Lys Lys Leu Val Ala
} 725 730 735 .

Ala Ser Gln Ala Ala Leu Gly Leu
740

<210> 257
<211> 790
<212> PRT
<213> Homo sapiens

<400> 257

Met Lys Trp Val Ser Phe Ile Ser Leu Leu Phe Leu Phe Ser Ser Ala
1 5 10 15

Tyr Ser Arg Ser Leu Asp Lys Arg Asp Ala His Lys Ser Glu Val ala
20 25 30 .

His Arg Phe Lys Asp Leu Gly Glu Giu Asn Phe Lys Ala Leu Val Leu
35 40 45

Ile Ala Phe Ala Gln Tyr Leu Gln Gln Cys Pro Phe Glu Asp His Val
50 55 60
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Lys

65 .

Glu

Lys

His

" asp

145

‘Lys
Glu
Cys
Léu

Ala
225

Lys
305

"~ Glu

Lys

Met
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Leu
Ser
Leu
Cys
Lys
130

val

Leu
Gln
Arg
210
Ser
Arg
Leu
Leu
Glu
290
Pro
Met
Asp

Phe

val

Ala

Cys

oys

115

Met
Leu
Leu
Ala
195
Asp
Leu

Leu

Vgl

Asn

Glu

100

Ala

Asp

Cys

Phe

180

Ala

Glu

Gln

Ser

. 260

Leu

275

Asn

Leu

Pro

val

Leu
355

Glu

Gln

Leu

Ala

Glu
Asn
85

val

Lys

Thr
Glu
165
Phe
Asp
Gly
Lys
Gln
245
Asp
Cys
Asp

Glu

Asp

. 325

Cys
340

Lys

Val
70

Cys
Ala
Gln
Pro
Ala
150
Ile
Ala
Lys
Lys
Phe

230

Arg

Leu.

.Ala

Ser

Lys-

310

Leu

Asn

Asp
Thr
Glu
Asn
135
Phe
Ala
Lys
Ala
Ala
215
Gly

Phe

Thr

‘BAsp

Ile
295

Ser

Pro

'1le Glu Tyr Ala

Glu

Lys

Leu

Pro

1120

Leu

His

Arg

Arg

Ala

200

Ser

Glu

Pro

Lys

‘Asp

280

Ser

His

Ser

Ala

Axg
360

Phe

Ser

Arg

105

Glu

Pro

Asp

Arg

185

Cys

Ser

Arg

Lys

val

Ala

Leu

Glu

Arg

Arg

Asn

His

170 .

Lys
Leu
Ala

Ala

‘ala

250

His

265 -

Arg
Ser
Cys
Leu
Glu

345

Arg

Ala
Lys
Ile

Ala

330

Ala

His

Lys

75
His
Thr
Asn
Leu
Glu
155
Pro
Ala
Leu
Lys
Phe
235
Glu
Thr
AsSp
Leu
Ala
315
Ala

Lys

Pro

204

Thr

Thr

Glu
val
140

Glu

Ala

Pro

Cys

Leu

Gly

Cys

125

Arg

Phe

Phe

Lys

. 205

Gln
220
Lys
Phe
Glu
Leu
Lys
300
Glu
Asp

Asp

Asp

Arg
Ala
Ala
Cys
Ala
285
Glu
val

Phe

Vval

365

val

Phe

Glu

110

Phe

Pro

Phe

Thr
190

Leu

Leu

Glu

Ala
Gly
95

Met

Leu

Glu-

Leu
Ala
175
Glu
Asp
Lys

Ala

val

- 255

Cys-

270

Lys

Cys

Glu

Vval

Phe

350

Ser

His

Cys
Asn

Glu
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Asp
80
Asp
Ala
Gln
val .
Lys

160

Pro
Cys
Glu
Cys
Val
240
Ser
Gly
Ile
Glu
Asp

320

Ser

335

Leu

val

Gly

val



Leu

Cys
385
Phe
Glu
val
Glu
Pro
465
- val
Ser
Glu
Arg

545

- Pro

Ala’

‘Ala

Leu

- Pro
625

‘'Leu

370

Ala
Lys
Leu
Arg
Val
450
Glu
Asn
Thr
Ala
Thr
530
Gln
Lys
Phe
Glu
Ser
610
Pro

Arg

Pro

Leu

Ala

Pro

Phe

435

Ser

Ala

Gln

Lys

Leu

515

Phe

Ile

,Ala

val

Glu

595

Leu

val

Trp

Ala

Arg
Ala
Leu
Glu
420
Arg
Lys
Leu
Cys
500
Glu

Thr

Lys

Thr

Glu

580

Gly

Gly

Leu

Cys

Pro
660
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Leu

Asp

val

405

Gln

Lys

Asn

Arg

Cys

485

Cys

Val

Phe

Lys

Lys

565

Lys

Lys

Ser

Ala

Ser

645

Pro

Ala

Pro
390

Glu

Leu

Lys

Leu

Met

470

val

Thr

His-

Gln
550
Glu
Cys
Lys
Ala
Ser
630

Gly

Pro

Lys

375

His

Glu

Gly

val

Gly

455

Pro

Leu

Glu

Glu

Ala

535

Thr

Gln

Cys

Leu

Pro
615

.Pro

Arg

Pro

Thr
Glu
Pro
Glu
Pro
440
Lys
Cys
His
Ser
Thr
520
Asp
Ala
Leu
Lys
val
600
Arg
Ala
Ala

Ala

Tyr

Cys

Gln

425

Gln
Val
Ala
Glu
Leu
505
Ile
Leu
Lys
Ala
585
Ala
Ser
Gly
Arg

Pro
665

Glu

Asn
410
Lys
Val
Gly
Glu
Lys
490
Vval
val
Cys
val
Ala
570

Asp

Ala

His

Arg
650

Pro

Ala
395
Leu
Phe

Ser

Ser

Asp

475

Thr
Asn
Pro
Thr
Glu
555
Val
Asp
Se:;
Ala
Leu
635

Pro

Ser

205

380

Lys

Ile

Gln

Lys

460

Pro

Arg

Lys

Leu.

540

Leu
Met
Lys
Gln
Pro
620
Pro

Pro

Ala

val

Lys

Asn

Pro

445

Cys

Leu

val

Arg

Glu
525
Ser
val
Asp
Glu
Ala
605
Arg
Gly
Pro

Leu

Glu

Phe

Gln

Ala

430

Cys

Ser

Ser

Pro

510

Phe

Glu

Lys

Asp B

Thr

590

Ala

Glu

Gly

Gln

Pro
670

Lys

Asp

Asn
415
Leu
Leu
Lys
val
Asp
495

Cys

Asn

Lys.

His

Phe

575°

Cyé
Leu
Gly
Arg
Pro

655

Arg
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Glu
400

Cys
Leu
val
His
val
480
Arg .
Phe
Ala
Glu
Lys
560
Ala
Phe
Gly
Pro
Thr
640

Ser

Gly
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Gly Arg
- Gly Ala
690

Leu Gly
705

' Ser Gly
.Ser Léu
val Ser
'Methsp

770

Ala Cys
785

Ala

675

Arg

Leu

Ser

Leu

Gln

755

Val

Gly

<210> 258
<211> 790
<212> PRT
<213> Homo sapiens

<400> 258
Met Lys Trp va; Ser Phe

1
Tyr Ser
Pro Ala
His Leu

S0

Arg Pro
65

' Pro Ser

Gly Ser

‘G1ln Leu

Arg

Pro
35

Pro )

Pro

Ala

Arg

Val
115

Ala

Gly

Gly

Cys

Gly

740

Pro

Asn

Cys

Ser

20
Arg
Gly
Pro
Leu
Ala

100

Pro

Arg Ala
Cys Arg
His Arg

710

Arg Arg
725 |

Ala Gly
Cys Cys
Ser Thr

Leu Gly
790

S

Leu Asp
Glu Gly
Gly Arg
Gln Pro

70

Pro Arg
85

Arg Ala

Val Arg

Gly Gly Pro

Leu
695
Ser
Ala

Ala

Arg

775

Ile
Lys
Pro
Thr

55
Ser
Gly

Ala

Ala

680

Arg
Asp
Arg
Leu
Pro

760

Arg

Ser
Arg
Pro

40
Ala

Arg

Gly

'Gly

Leu
120

Ser

Glu

Ser

Arg
745

‘Thr

Thr

Leu

Ser

25

Pro

Arg

Pro

Arg

Ala

105

Gly

Gly

Gln

Leu

Pro

730

Pro

Arg

val

Leu
10

Leu

val

Ala
90

Arg

Leu

Ser
Leu
Vval
715

His

Pro

Asp

Phe

Gly

Leu

Cys

Pro

Arg

val

700

Arg

Asp

Pro

Glu

Arg
780

Leu

Ser

Ala

Ser

60

Pro

75 .

Ala

Gly

Gly

206

Arg

Cys

His

Ala
685
Pro
Phe
Leu
Gly
Ala

765

Leu

Phe
Ala
Ser

45

Gly

Ala

Arg

Arg
125

Arg
Val
Arg
Ser
Ser
750

val

SQr

Ser
Pro
Pro
Arg
Pro
Gly
Leu

110

Ser

Ala

Arg

Phe

Leu
735

Arg.

Ser

.Ala

Ser

15
Arg
Ala
Ala
Ala
Gly

95

Arg

Asp
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Ala

cys

720

Ala

Pro

Phe

Thr

Ala

Ser

Gly

Arg

Pro

Pro

Ser

Glu
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L val

Lys
" Lys
225

Phe

Glu
305
Val

Glu

Ala
Pro
- 385

Gln

Lys

Val
130

His

Pro

Asp
Ser
210
Ala
Glu
Cys
Leu
Gly
290
Cys
Arg
Thr
Phe

Phe

370

Lys

Arg

Ala

Arg

Asp

Pro

Glu

Arg

195

Gq.u
Leu
Asp
val
Phe
275
Glu
Phe
Pro
Phe
355
Thr
Leu
I_.eu

Trp

Phe

Leu

Gly

‘Ala

180
Leu
val
val
His
Ala
260
Gly
Met
Leu
Glu
Leu
340
Ala
Glu
Asp
Lys

Ala
420

Arg

Ser

Ser

165

val

Ser

Ala

Leu

Val

245

Asp

Asp

Ala

Gln

vVal
325

Lys.

Pro

Cys

Glu

Cys

405

Val

f’he
Leu
150
Arg
Ser
Ala
His
Ile
230
Lys
Glu
Lys
Asp
His
310
Asp
Lys
Glu
Cys
Leu
390

Ala

Ala

Cys
135
Ala
Pro

Phe

Arg
215
Ala
Leu
Ser
Leu
Cys
295
Lys
Val
Tyr
Leu
Gln
375
Arg

Ser

Arg

Ser
Ser
Val
Met
Ala
200
Phe
Phe
val
Ala
Cys
280
Cys
Asp
Met
Leu
Leu
360
Ala
Asp
Leu

Leu

Gly
Leu
Ser
Asp
185
Cys
Lys
Ala
Asn
Glu
265
Thr
Ala
Asp
Cys
Tyr
345
Phe

Ala

Glu

Gln

Ser

" 425

Ser
Leu
Gln
170
val
Gly
Asp
Gln
Glu
250
Asn
Val
Lys
Asn
Thr
330
Glu
Phe

Asp

Gly

Gly
155
Prd
Asn
Cys
Leu

235

Val
Cys
Ala
Gln
Pro
315
Ala
Ile
Ala

Lys

Lys

395

Lys
410

Gln

Phe

207

140

Ala
Cys
Ser
Leu
Gly

220

Leu

Asp
Thr
Glu
300
Asn
Phe
Ala
Lys
Ala
380
Ala

Gly

Phe

Arg
Gly
Cys
Thr
Gly
205
Glu
Gln
Glu
Lys
Leu
285
Pro
Leu
His
Arg
Axrg
365
Ala
Ser

Glu

Pro

Ala
Ala
Arg
Trp
190
Asp
Glu
Gln

Phe

Ser

270

Arg

Glu

Pro

Asp

Arg

350

Cys

Ser

Arg

Lys
430

Arg

Leu

Pro

175

Arg

Ala.

Asn
Cys
Ala
255

Leu

Gly

'Arg

Arg

Asn

335

His

Lys

Leu

Ala

Ala

415

Ala
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Ser
Arg
160
Thr
His
Phe
Pro
240
Lys
His
Thr
Asn
Leu,

320

Glu

Ala
Leu
Lys
400

Phe

Glu
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_Phe Ala Glu Val Ser Lys Leu Vél Thr Asp Leu Thr-Lys Val His Thr
435 440 445

Glu Cys Cys His Gly Asb Leu Leu Glu Cys Ala Asp Asp Arg Ala Asp
450 455 460

Leu Ala Lys Tyr Ile Cys Glu Asn Gln Asp Ser Ile Ser Ser Lys Leu
465 470 475 480

Lys Glu Cys Cys Glu Lys Pro Leu Leu Glu Lys Ser His Cys Ile Ala
485 490 435

.Glu Val Glu Asn Asp Glu Met Pro Ala Asp Leu Pro Ser Leu Ala Ala
o 500 505 . 510

Asp Phe Val Glu Ser Lys Asp Val Cys Lys Asn Tyr Ala Glu Ala Lys
. 515 520 . 525

Asp Val Phe Leu Gly Met Phe Leu Tyr Glu Tyr Ala Arg Arg His Pro
530 535 540

Asp Tyr Ser Val Val Leu Leu Leu Arg Leu Ala Lys Thr Tyr Glu Thr
545 550 555 560

Thr Leu Glu Lys Cys Cys Ala Ala Ala Asp Pro His Glu Cys Tyr Ala
565 570 575

Lys Val Phe Asp Glu Phe Lys Pro Leu Val Glu Glu Pro Gln Asn Leu
580 585 590

Ile Lys Gln Asn Cys Glu Leu Phe Glu Gln Leu Gly Glu Tyr Lys Phe
595 600 605

Gln Ash Ala Leu Leu Val Arg Tyr Thr Lys 'Lys Val Pro Gln Val Ser
610 615 . 620

Thr Pro Thr Leu Val Glu Val Ser Arg Asn Leu Gly Lys Val Gly Ser
625 630 635 640

Lys Cys Cys Lys His Pro Glu Ala Lys Arg Met Pro Cys Ala Glu Asp
: 645 650 , 655

Tyr Leu Ser Val Val Leu Asn Gln Leu Cys Val Leu His Glu Lys Thr
- 660 665 . 670

Pro Val Ser Asp Arg Val Thr Lys Cys Cys Thr Glu Ser Leu Val Asn
: . 675 680 685

' Arg Arg Pro Cys Phe Ser Ala Leu Glu Val Asp Glu Thr Tyr Val Pro
690 695 700

Lys Glu Phe Asn Ala Glu Thr Phe Thr Phe His Ala Asp Ile Cys Thr
.705 710 715 720

. Lew Ser Glu Lys Glu Arg Gln Ile Lys Lys Gln Thr Ala Leu Val .Glu
. 725 730 735
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Leu Val Lys His Lys

740

Met Asp Asp Phe Ala

755

Lys Glu Thr Cys Phe

770

Gln Ala Ala Leu Gly

785

<210> 259
<211> 790
<212>. PRT
<213> Homo sapiens

<400> 259
Met Lys Trp Val Ser
5

1

Tyr Ser
His Arg

Ile Ala
50

Lys Leu
65

Glu Ser
Lys Leu
Asp Cys
His Lyé

130

Asp Val
145

Lys Tyr

Glu Leu

A-Cys Gln

Arg
Phe

35
Phe
val
Ala
Cys
Cys
115
Asp
Met
Leu
Leu

Ala

Ser

20

Lys

Ala

Asn

Glu

Thr

Leu

Asp

Gln

Glu

Asn

85

val

100

Ala
Asp

Cys

Phe
180

Ala

Lys

Asn

Thr

Glu

165

Phe

Asp

Pro
Ala
Ala

Leu

790

Phe
Asp

Leu

val
70

Cys
Ala
G}n
Pro

Ala

150

Ile

Ala

Lys

Lys
Phe

Glu
715

Ile

Lys

Gly

Leu
55

Asp

Glu
Asn
135S
Phe
Ala
Lys

Ala

Ala
val
760

Glu

Ser

Arg

‘Glu

Gln

Glu

Lys

Leu

Pro

120

Leu

His

Arg

Arg

Ala

Thr Lys Glu Gln

745

Glu

Gly

Leu
Asp

25
Glu
Gln
Phe
Ser
Arg
105
Glu
Pro
Asp
Arg

185

Cys

Lys Cys

Lys Lys

Leu Phe
10

Ala His
Asn Phe
Cys Pro
Ala Lys

75

Leu His
90

Glu Thr
Arg Asn
Arg Leu
Asn.Glu

155
His Pro
170
Lys Ala

Leu Leu

200

Cys

Leu
780

Leu
Lys
Lys
Phe

60

Thr

Thr

Glu
val
140

Glu

Ala

Pro

Leu

Lys
765

Valv

Phe
Ser
Ala

45

Glu

Cys

Gly
Cys
125
Arg
Thr
Phe

Phe

Lys
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Lys Ala Val

750

Ala Asp Asp

Ala Ala Ser

Ser

Glu

30

Leu

Asp

val

Phe

Glu

110

Phe

Pro

Phe

Thr

Ser

15

val

Val

His

Ala

Gly

95

Met

Leu

Glu

Leu

Ala
175-

Glu

190

Leu

AsSp

Ala

Ala

Leu

Val

Asp

80

Asp

Ala

Gln

val

Lys

160

Pro

Cys

Glu
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195 A 200 ‘ 205 -

Leu Arg Asp Glu Gly Lys Ala Ser Ser Ala Lys Gln Arg Leu Lys Cys
: © 210 . 215 . 220 )

Ala Ser Leu Gln Lys Phe Gly Glu Arg Ala Phe Lys Ala Trp Ala Val
225 230 235 : 240

Ala Arg Leu Ser Gln Arg Phe Pro Lys Ala Glu Phe Ala Glu Val Ser
245 250 255

Lys Leu Val Thr Asp Leu Thr Lys Val His Thr Glu Cys Cys His Gly
B 260 ' 265 270

Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala Asp Leu Ala Lys Tyr Il.e
) 275 280 285

qs Glu Asn Gln Asp Ser Ile Ser Ser Lys Leu Lys Glu Cys Cys Glu
290 285 300

Lys Pro Leu Leu Glu Lys Ser His Cys Ile Ala Glu Val Glu Asn Asp

" 305 310 315 320

.-Glu Met Pro Ala Asp lLeu Pro Ser Leu Ala Ala Asp Phe Val Glu Ser
325 - 330 . 335

Lys Asp Val Cys Lys Asn Tyr Ala Glu Ala Lys Aép Val Phe Leu Gly
340 . 345 350

Met Phe I;eu Tyr Glu Tyr Ala Arg Arg His Pro Asp Tyr Ser Val Val
355 360 365

Leu Leu Leu Arg Leu Ala Lys Thr Tyr Glu Thr Thr Leu Glu Lys Cys
370 375 380

‘Cys Ala'Ala Ala Asp Pro His Glu Cys Tyr Ala Lys Val Phe As§ Glu
385 390 395 " 400

Phe Lys Pro Leu Val Glu Glu Pro Gln Asn Leu Ile Lys Gln Asn Cys
. 405 410 415

Glu Leu Phe Glu Gln Leu Gly Glu .Tyr Lys Phe Gln Asn Ala Leu Leu
420 . 425 430 :

‘Val Arg Tyr Thr Lys Lys .Val Pro Gln Val Ser Thr Pro Thr Leu Val
- 435 440 445

Glu Val Ser Arg Asn Leu Gly Lys Val Gly Ser Lys Cys Cys Lys His
450 o 455 ‘ 460

Pro .Glu Ala Lys- Arg Met Pro Cys Ala Glu Asp Tyr Leu Ser Val Val
465 . 470 475 . .480

Leu Asn Gln Leu Cys Val Leu His Glu Lys Thr Pro Val Ser Asp Arg
: . 485 490 . 495

Val Thr Lys Cys Cys Thr Glu Ser Leu Val Asn Arg Arg Pro Cys Phe

210
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- Ser
Glu

Arg
545

Leu
Pro
625

Ala

Gly
Gly
Leu
705
Ser
- Ser
Val

‘Met

Ala
785

Ala

Thr

530,

Gln

Lys

Phe

Glu

Ser

610

Pro

Arg

Pro

Arg

Ala

690

Gly

Gly

Leu

Ser

Asp

770

Cys

Leu
515
Phe
Ile
Ala
Val
Glu
595
Leu
Val
Trp
Ala
Ala
675
Arg
Leu
Ser
Leu
Gln
755

Val

G;I.y

500

Glu

Lys

Glu
580
Gly
Gly
Leu
Cys
Pro
660
Ala
Gly
Gly
Cys
Gly
740
Pro

Asn

Cys

Val

Phe

Lys

Lys

‘565

Lys

Lys

Ser

Ala

Ser

645

Pro

Arg

Cys

His

Arg
725

Ala

Ser

Leu

Asp
His
Gln
550
Glu
Cys
Lys
Ala
Ser
630

Gly

Pro

Ala

Arg
Arg
710
Axrg
Gly
Cys

Thr

Gly
790

Glu

Ala

535

Thr

Gln

Cys

Leu

Pro

615

Pro

Arg

Pro

Gly

Leu

695

Ser

Ala

Ala

Arg

775

Thr

520

Asp

Ala

Leu

Lys

Val
600

Arg

Ala
Ala
Ala
Gly
680
Arg
Asp
arg
Leu
Pro

760

Arg

505

Tyr
Ile
Leu
Lys
Ala
585
Ala
Ser
Gly
Arg
Pro
665
Pro
Ser
Glu
Ser
Arg
745

Thr

Thr

Val
Cys
Val
Ala
570
Asp
Ala
Pro
His
Arg
650
Pro
Gly
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Met Lys Trp Val Ser

1
Tyr
Pro
His
Arg
65
Pro
--Gly
Gln

Leu

Pro
145

Val
Lys
Lys
225

Phe
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Pro
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Pro
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Arg

Pro
35
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115
Arg
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195
Glu
Leu

Asp

val

Ser
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Ala
100
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250
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Ser

15
Arg
Ala
Ala
Ala
Gly

95
Arg
Asp
Arg
Leu
Pro
175
Arg
Ala
Asn
Cys
Ala

255

Leu

PCT/US2004/001369

Ala
Ser
Gly
Arg
Pro

80
Pro
Ser
Glu
Ser
Arg
160
Thr
Thr
His
Phe
Pro
240

Lys

His



WO 2005/003296 - PCT/US2004/001369

Thr Leu Phe Gly Asp Lys. Leu Cys Thr Val Ala Thr Leu Arg Glu Thr
275 280 . . 285

Tyr Gly Glu Met Ala Asp Cys Cys Ala Lys Gln Glu Pro Glu Arg Asn
© 290 295 , 300

Glu Cys Phe Leu Gln His Lys Asp Asp Asn Pro Asn Leu Pro Ai'g Leu
305 310 ) 315 : 320

Val Arg Pro Glu Val Asp Val Met Cys Thr Ala Phe His Asp Asn Glu
‘. 325 330 : 335

Glu Thr Phe Leu Lys Lys Tyr Leu Tyr. Glu Ile Ala Arg Arg His Pro
340 345 350

VT Phe Tyr Ala Pro Glu Leu Leu Phe Phe Alé Lys Arg Tyr Lys Ala
355 - 360 365

Ala Phe Thr Glu Cys Cys Gln Ala Ala Asp Lys Ala Ala Cys Leu Leu
370 375 380 :

Pro Lys Leu Asp Glu Leu Arg Asp Glu Gly Lyé Ala Ser Ser Ala Lys
385 . 390 395 400

Gln Arg Leu Lys Cys Ala Ser Leu Gln Lys Phe Gly Glu Arg Ala Phe
405 410 415

Lys Ala Trp Ala Val RAla Arg Leu Ser Gln Arg Phe Pro Lys Ala Glu
420 425 430

‘Phe Ala Glu Val Ser Lys Leu Val Thr Asp Leu Thr Lys Val His Thr
: 435 440 445

Glu Cys Cys His Gly Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala Asp
450 455 460

Leu Ala Lys Tyr Ile Cys Glu Asn Gln Asp Ser Ile Ser Ser Lys Leu
465 470 ’ ‘ 475 480

Lys Glu Cys Cys Glu Lys Pro Leu Leu Glu Lys Ser His Cys Ile Ala
: 485 - 490 . 495

* Glu Val Glu Asn Asp Glu Met Pro Ala Asp Leu Pro Ser Leu Ala Ala
500 505 510

Asp Phe Val Glu Ser Lys Asp Val Cys Lys Asn Tyr Ala Glu Ala Lys
515 . 520 525

Asp Val Phe Leu Gly Met Phe Leu Tyr Glu Tyr Ala Arg Arg His Pro
530 535 540

_Asp Tyr Ser Val Val Leu Leu Leu Arg Leu Ala Lys Thr Tyr Glu Thr
545 550 555 560

Thr Leu Glu Lys Cys Cys Ala Ala Ala Asp Pro His Glu Cys Tyr Ala
565 570 ° 575
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Lys Val Phe Asp Glu Phe Lys Pro Leu Vai Glu Glu Pro Gln Asn Leu
580 585 590

Ile Lys Gln asn Cys Glu Leu Phe Glu Gln Leu Gly Glu Tyr Lys Phe
' 595 600 605

Gln Asn Ala Leu Leu Val Arg Tyr Thr Lys Lys Val Pro Gln Val Ser .
610 ) 615 620

Thr Pro Thr Leu Val Glu Val Ser Arg Asn Leu Gly Lys Val Gly Ser
625 630 635 640

' Lys Cys. Cys Lys His Pro Glu Ala Lys Arg Met Pro Cys Ala Glu Asp
645 650 655

Tyr Leu Ser Val Val Leu Asn Gln Leu Cys Val Leu His Glu Lys Thr
660 665 670

Pro Val Ser Asp Arg Val Thr Lys Cys Cys Thr Glu Ser Leu Val Asn
675 680 - 685

Arg Arg Pro Cys Phe Ser Ala Leu Glu Val Asp Glu Thr Tyr Val Pro
690 695 700

Lys Glu Phe Asn Ala Glu Thr Phe Thr Phe His Ala Asp Ile Cys Thr
705 710 : 715 720

Leu Ser Glu Lys Glu Arg Gln Ile Lys Lys Gln Thr Ala Leu Val Glu
725 730 735

Leu Val Lys His Lys Pro Lys Ala Thr Lys Glu Gln Leu Lys Ala Val
740 745 750

Met Asp Asp Phe Ala Ala Phe Val Glu Lys Cys Cys Lys Ala Asp Asp
755 760 765

Lys Glu Thr Cys Phe Ala Glu Glu Gly Lys Lys Leu Val Ala Ala Ser
770 775 780

Gln Ala Ala Leu Gly Leu
785 790

<210> 261
<211> 790
<212> PRT
<213> Homo sapiens

<400> 261 .
Met Lys Trp Val Ser Phe Ile Ser Leu Leu Phe Leu Phe Ser Ser Ala
1 5 10 15

Tyr Ser Arg Ser Leu Asp Lys Arg Asp Ala His Lys Ser Glu Val Ala
20 25 30
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Ala
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305

Glu
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Arg
Ala

50
Leu
Ser
Leu
Cys
Lys
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Val
Tyr
Leu
Gln
Arg
210
Ser
Arg
Leu
Leu
Glu
290

Pro

Met

Phe

35
Phe
val
Ala
Cys
Cys
115
Asp
Met
Leu
Leu
Ala
195
Asp
Leu
Leu
val
Leu
275
Asn

Leu

Pro

Lys Asp

Ala Gln

Asn Glu

Glu Asn
/ 85

Thr Val
100

Ala Lys

Asp Asn

Cys Thr

Tyr Glu

165

Phe Phe
180

Ala Asp

Glu Gly

Gln Lys

Ser Gln
245

Thr Asp
260

Glu Cys

Gln Asp

Leu Glu

Ala Asp
325

Leu

Tyr

val
70

Cys

Ala

Gln

Pro

Ala

150

Ile

Ala

Lys

Lys

Phe

230

Arg

Leu

Ala

Ser

Lys

310

Leu

Gly
Leu
55

Thr

Asp

Thr

Glu
Asn
135
Phe
Ala
Lys
Ala
Ala

215

Gly

Phe

Asp
Ile
295

Ser

Pro

Glu

40
Gln
Glu
Lys
Leu
Pro
120
Leu
His
Arg
Arg
Ala
200
Ser
Glu
Pro
Lys
Asp
280
Ser

His

Ser

-Glu

Gln

Phe

Ser

Arg

105

Glu

Asp

Arg

185

Cys

Ser
Arg
Lys
Vval
265
Arg
Ser

Cys

Leu

Asn
Cys
Ala
Leu

90
Glu
Arg
Arg
Asn
His
170
Lys
Leu
Ala
Ala
Ala
250
His
Ala
Lys

Ile

Ala
330

Phe

Pro’

Lys
75

His

Asn
Leu
Glu
155
Pro
Ala
Leu
Lys
Phe
235
Glu
Thr
Asp
Leu
Ala

315

Ala

215

Lys

Phe
60

Glu
val
140

Glu

Ala
Pro
Gln
220
Lys
Phe
Glu
Leu
Lys
300

Glu

Asp

Ala

45
Glu
Cys

Leu

Gly

Cys

125

Arg

Phe
Phe
Lys
205
Arg
Ala
Ala
Cys
Ala
285
Glu

Val

Phe

Leu
Asp
val
Phe
Glu
110
Phe

Pro

Phe

Tyr

190

Leu

Leu

Trp

Glu.

Cys
270

Lys

Glu

val

val
His
Ala
Gly

95
Met
Leu
Glu
Leu
Ala
175
Glu
Asp
Lys
A_la
val

255

His

Cys

Asn

‘ Glu

335
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‘Asp
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Gln
Val
Lys

160

Pro

Cys

Glu
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Met
Leu
Cys
385
Phe
Glu
Val
Glu
Pro
465
val
Ser
Glu
Arg
545

Pro

Ala

- Pro
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Phe
Leu
370
Ala
Lys
Leu
Arg
Val

450

Glu

Asn

Thr
Ala
Thr
530
G;n
Lys
Phe
Glu
Ser

610

Pro

Val

Leu
355

Leu

Ala

Pro

Phe

435

Ser

Ala

Gln

Lys

Leu

515

Phe

Ile

Ala

val

Glu

595

Leu

val

Cys
340
Arg
Ala
Leu
Glu
420
Thr
Arg
Lys
Leu
Cys
500
Glu

Thr

Lys

Glu
580
Gly

Gly

Leu

Lys
Glu
Leu
Asp
val
405
Gln
Lys
Asn
Arg
Cys
485
Cys
val
Phe
Lys
Lys
565
Lys
Lys
Sér

Ala

Asn
TyxT
Ala
Pro
390
Glu
Leu
Lys
Leu
Met
470
val
Thr
Asp
His
Gin
550

Glu
Cys
Lys
Ala

Ser
630

Tyr
Ala
Lys
375
His
Glu
Gly
val
Gly
455
Pro

Leu

Glu

~G1u

Ala
535
Thr
Gln
Cys_

Leu

Pro

615

Pro

Ala
Arg
360
Thr
Glu
Pro
Glu
Pro
440
Lys
Cys
His
Ser
Thr

520

Asp

Ala'

Leu

Lys

Val

600

Arg

Ala

Glu
345

Arg

Cys

Gln

425

Gln

val

Ala
Glu
Leu
505
Ile
Leu
Lys
Ala
585
Ala

Ser

Gly

Ala
His
Glu

Tyr

Asn
410
Lys
Val
Gly
Glu
Lys
490
val
val
Cys
Val
Ala

570

Asp

_Ala'

His

Lys
Pro
Thr
Ala
395
Leu
Phe
Ser
Ser
Asp
475
Asn
Pro
Thr
Glu
555
Vval
Asp
Ser
aAla

Leu
635

216

Asp
Asp
Thr
380
Lys
Ile
Gln

Thr

Lys
460

Arg
Lys
Leu
540
Leu
Met
Lys
Gln
Pro
620

Pro

val
365
Leu
Val
Lys
Asn

Pro
445

Cys
Leu
val
Arg
Glu
525
Ser
vVal
Asp

Glu

Ala

Phe-

350

Ser

Glu

Phe

Gln

Ala

430

Thr

Cys

Ser

Ser

Pro

510

Phe

Glu

Lys

Asp

Thr

590

Ala

605

Arg

Gly

Glu

Gly

‘Leu

Val

Lys

Asp

Asn

415

Leu
Leu
Lys
Vval
Asp
495
Cys
Asn
Lys
His
Phe
575
Cys
Leu

Gly

Arg
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Ala Arg Trp

Arg Pro Ala

Gly Arg Ala

675

Gly Ala Arg
690

Leu Gly Leu

705

. Ser Gly Ser

Ser Leu Leu

val Ser Gln

755

Met Asp Val
-770

Ala Cys dly

785
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<212>
<213>

<400>

262
790
PRT

st Ser
645

Pro Pro
660

Ala Arg
Gly Cys
Gly His
Cys Arg

725
Gly Ala
740
Pro Cys

Asn Ser

Cys Leu

Homo sapiens
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Met Lys Trp

1.

Val Ser
- 5

‘Tyr Ser Arg Ser .Leu

Pro Ala Pro

35

His Leu Pxro

50

Arg Pro Pro

- 65

Pro Ser Ala

.‘Gly Ser Arg

20

Arg Glu

Gly Gly

Pro Gln

Leu Pro

85

Ala Arg

Gly Arg Ala

Pro

Ala

Arg

Arg

710

Arg

Gly

Cys

Thr

Gly
790
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Arg
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70

Arg

Ala
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Leu
695
Ser
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Ala

Arg

775
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Pro

55
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Ala
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680

Arg

Asp

Arg
Leu
Pro

760

Arg

Ser
Arg
Pro
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Ala
Arg

Gly

Gly

Arg

Pro

665

Pro

Ser

Glu

Ser

Arg

745

Thr

Thr

Leu

Ser
25

Pro

Arg.

Pro.

Arg

Ala

Arg
650
Pro
Gly
Gln
Leu
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730
Pro

Arg
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Leu
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Leu
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Arg
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Pro
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700

Arg
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Pro
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Pro
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Leu

Ala
685
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Gly
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45
Gly
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Pro
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750
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Arg
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Arg

ser

Ala

Ser
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290
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Arg
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Lys
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115

Arg

Asp

Pro

Glu

Arg

195

Glu

Leu

Asp

Val

Phe

275

Glu

Phe

Pro

Phe

355

Thr

Leu

Leu

100

Pro
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Leu

Gly

Ala
180
Leu
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Val
His
Ala
260
Gly
Met

Leu

Glu

Leu

340
Ala
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Asp
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val

Arg
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Ser
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Val
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Ala

Leu

val

245

Asp

Asp

Ala
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val

325

Lys
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Cys

Glu
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Arg

Phe

Leu

150

Arg

Ser

Ala

His

Ile

230

Lys
Glu
Lys
Asp
His
310
Asp
Lys
Glu
Cys
Leu

390

Ala

Ala

Cys
135

‘Ala

Pro

Phe

Arg
215
Ala
Leu
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Leu

Cys
295
i.ys
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Leu

Gln

Leu
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Met
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200
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val

Ala
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Asp
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Leu

Leu

360

Ala

375

Arg

Ser

Asp

Leu

105

Gly
Gly
Leu
Ser
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185
Cys
Lys
Ala
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Glu
265
Thr
Ala
Asp
Cys
345
Phe
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Glu
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Leu Gly
Ser Cys
Leu Gly

155
Gln Pro
170

Val Asn
Gly Cys
Asp Leu
Gln Tyr

235

Glu Val
250

Asn Cys
val Ala
Lys Gln
Asn Pro

315
Thr Ala
330
Glu Ile

Phe Ala

Asp Lys

His

Arg

140

Ala

Cys

Ser

Leu

Gly

220

Leu

Thr

Asp

Thr

Glu

300

Asn

Phe

Ala

Lys

Ala

© 380

Gly Lys
395

Lys Phe

218

Ala

Gly

Arg
125
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Cys
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205
Glu
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285

Pro
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Arg
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Glu
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Glu
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270

Arg

Glu’
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Arg

350
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175
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Cys
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Leu
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Lys
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Pro

Ala

Leu

Lys

400

Phe



Lys
Phe
Glu
- Leu
465

. Lys

‘Glu

Asp
.545
Thr
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Lys
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595
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Thr

Glu
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Glu
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Glu
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Gln

Glu

Lys
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Arg
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Glu
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Asp

Arg

Lys
730
Lys

Lys

Lys

Leu

10

Ala

Asn

Cys

Ala

Leu

90

Glu
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Cys
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Glu
Cys
Leu
Gly
Cys

125

Arg

Phe

Leu
Lys
750

Ala

Ala

Ser
Glu

30
Leu
Asp
val
Phe
Glu
110
Phe

Pro

Phe

Val
735
Ala

Asp

Ala

Ser

15

Vval

Val

His

Ala

Gly

95

Met

Leu

Glu

Leu

Ala’

175
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720

Glu

val

Asp

Ser

Ala

Ala

Leu

Val

Asp

80

Asp.

Ala

Gln

Val

Lys
160

Pro



‘Glu
. cys
Leu

Ala
- 225

Ala

. Lys

Lys
-305
Glu
Lys
Met
Leu
Cys
385
Phe
Glu
Val

Glu

Pro
465

WO 2005/003296

Leu

Gln

Arg

210

Ser

Arg

Leu
Glu
290

Pro

Met

Asp

Phe

Leu

370

Ala

Lys

Leu

Arg

val

450

Glu

Leu
Ala
195

Asp

Leu

Val

Leu

275

Asn

Pro

val

Leu

355

Leu

Ala

Pro

Phe

435

Ser

Ala

Phe

180

Ala

Glu

Gln

_Ser

260

Glu

Gln

Leu

Ala

Cys

340

Arg

Ala

Glu
420

Arg

Lys

Phe

Asp

Gly

Lys

Gln

245

Asp

Cys

Asp

Glu

Asp

325

Lys

Glu

Leu

Asp

vVal

405

Gln

Lys

Asn

Arg

Lys
Lys
Phe
230

Arg

Leu

Ser
Lys
310

Leu

Asn

Ala
Pro
390
Glu
Leu
Lys

Leu

Met
470

Lys
Ala
Ala
215
Gly
Phe
Thr

Asp

Ile
295

Ser

Pro
TYX
Ala
Lys
375
His
Glu
Gly
Val
Gly

455

Pro

Arg
Ala
200
Ser
Glu
Pro
Lys
Asp
280
Ser
His
Ser
Ala
Arg
360
Thr
Glu
Pro
Glu
Pro
440

Lys

Cys

185

Cys
Ser
Arg
Lys
Val
265
Arg
Ser
Cys
Leu
Glu

345

Arg

Cys

Gln

Lys
Leu
Ala
Ala
Ala
250
His
Ala
Lys
Ile
Ala
330
Ala
His

Glu

Asn
410

Lys

425

Gln

val

Ala

val
Gly

Glu

Ala
Leu
Lys
Phe
235
Glu
Thr
Asp
Leu

Ala

315

Ala
Lys
Pro
Thr

Ala

.395

Leu

Phe

Ser

Ser

Asp
475

221

Ala

Pro

Gln

220

Lys

Phe

Glu

Leu

Lys

300

Glu

Asp

Asp

Asp’

Thr
380
Lys

Ile

Gln

Lys
460

Phe

Lys

205

Arg

Ala

Ala

Cys

Ala

285

Glu

Val

Phe

Val

365

Leu

val-

Lys

Asn

Pro
445

cys

Leu

Thr

190

Leu

Leu

Trp

Glu

Cys

270

Lys

Cys

Glu

Vval

Phe

350

Ser

Glu

Phe

Gln

Ala
430

Cys

Ser

Glu

Asp

Lys

Ala

Val

255

His

Cys

Asn

Glu

335

Leu

Val

Lys

Asp

Asn

415

Leu

Leu

Lys

Val
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Cys
Glu
Cys
val
240
Ser
Gly
Ile
Glu
Asp
320
Ser
Gly
Val
Cys
Glu
400
Cys
Leu
vVal
His

\‘Ialv
480
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Leu Asn Gln Leu Cys Val Leu His Glu Lys Thr Pro Val Ser Asp Arg
485 , 490 495

val Thr Lys Cys Cys Thr Glu Ser Leu Val Asn Arg Arg Pro Cys Phe
’ 500. 505 510 .

Ser Ala Leu Glu Val Asp Glu Thr Tyr Val Pro Lys Glu Phe Asn Ala
515 ) 520 525

Glu Thr Phe Thr Phe His Ala Asp Ile Cys Thr Leu Ser Glu Lys Glu
530" 535 540 -

Arg Gln Ile Lys Lys Gln Thr Ala Leu Val Glu Leu Va} Lys His Lys
545 ) 550 555 ) 560

Pro Lys Ala Thr Lys Glu Gln Leu Lys Ala Val Met Asp Asp Phe Ala
565 570 : 575

Ala Phe Val Glu Lys Cys Cys Lys Ala Asp Asp Lys Glu Thr Cys Phe
580 585 : 590

",Ala Glu Glu Gly Lys Lys Leu Val Ala Ala Ser Gln Ala Ala Leu Gly
595 600 ’ 605

Leu Gly Val Ser Glu Thr Ala Pro Ala Ser Arg Arg Gly Glu Leu Ala
610 615 620 :

Val Cys Asp Ala Val Ser Gly Trp Val Thr Asp Arg Arg Thr Ala Val
625 630 635 640

Asp Leu Arg Gly Arg Glu Val Glu Val Leu Gly Glu Val Pro Ala Ala
645 650 655

Gly Gly Ser Pro Leu Arg Gln Tyr Phe Phe Glu Thr Arg Cys Lys Ala
660 665 ' 670

Asp Asn Ala Glu Glu Gly Gly Pro Gly Ala Gly Gly Gly..Gly Cys Arg
675 ot 680 . . 685" . )

Gly Val Asp Arg Arg His Trp Val Ser Glu Cys Lys Ala Lys Gln Ser
690 . 695 700

Tyr Val Arg Ala Leu Thr Ala Asp Ala Gln Gly Arg Val Gly Trp Arg
705 710 715 720

Trp Ile Arg Ile Asp Thr Ala Cys Val Cys Thr Leu Leu Ser Arg Thr
725 730 735

Gly Arg Ala’

<210> 264
" <211> 739
<212> PRT

222
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<213> Homo sapiens

<400> 264
Met Lys Trp Val
1

Tyr

Ser

Leu

65
Phe
Ala
- Glu

Gln

Cys
145
val
Val
His
_ Ala
Gly
225
Met

Leu

Glu

Ser
Arg
Asp

S0
Gly
Glu
Gly
Cys
Gly
130
Ala
Leu
val
Asp
210
Asp
Ala

Gln

val

Arg
Arg

35
Arg
Glu
Thr
Gly
Lys
115
Arg
Leu
His
Ile
Lys
195
Glu
Lys
Asp
His

Asp
275

Ser

20
Gly
Arg
Val
Arg
Gly
100
Ala
Val
Leu
Arg
Ala
180

Leu

Ser

Leu’

Cys

Lys
260

Val

Ser
5
Leu

Glu

Thr

Pro

Cys

85
Gly
Lys
Gly
Ser
Phe
165
Phe
val
Ala
Cys
Cys
245

Asp

Met

Phe
Asp
Leu
Ala
Ala

70
Lys

Cys

Gln

Arg
150
Lys

Ala

Asn

.Glu

Thr
230
Ala

Asp

Cys

Ile
Lys
Ala
Val

55
Ala
Ala
Arg
Ser
Arg
135
Thr
Asp
Gln
Glu
Asn
215

Val

Lys

Thr

Ser

Arg

Val

40

Asp

Gly

Asp

Gly

120

Gly

Leu

Val
200

Cys

Ala

Gln

Pro

Ala
280

Leu

Gly:

25

Cys

Leu

Gly

Asn

Val

105

Val

Ile

Gly

Leu
185

Thr

Asp

Thr

Glu

Asn

265

Phe

Leu

10
val
Asp
Arg
Ser
Ala

90
Asp
Arg
Arg

Ala

Glu

170.

Gln

Glu

Lys

Leu

Pro

250

Leu

His

Phe
Sér
Ala
Gly

Pro

75

Glu

Arg

Ala

Ile

Asp

155

Glu

Gln

Phe

Ser

Arg

235

Glu

Pro

Asp

223

Leu

Glu

val

Arg

60

Leu

Glu

Leu

Asp
140

Ala

Asn

Cys

Ala

Leu

220

Glu

Arg

Arg

Asn

Phe

Ser
45

Glu

Arg

»Gly

His

125

Thr

His

Phe

Pro

Lys

Ser
Ala

30
Gly
Val
Gln
-Gly
110
Ala
Ala
Lys
Lys
Phe

190

Thr

205 |

His

Thr

Asn

Leu

Glu
285

Thr

Glu

val
270

Glu

Ser
15

Pro

Trp

Glu

Pro
95

val

Asp

Cys

Ser

Ala

175

Glu

Cys

Leu

Gly

Cys

255

Arg

Thr
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Ala
Ala
Val
Val
Phe
80
Gly -
Ser
Ala
Val
Glu
160
Leu
Asp
Val
Phe
Glu
240
Phe

Pro

Phe



. Leu

Ala
305

Glu

'_Val
385
His

Tyr

Cys

Glu
465

Leu

Val

. Lys

Asn
545

Leu
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Lys
290

Pro

Cys

Glu

Cys

val

370

Ser

Gly

Ile

Glu

Asp

450

Ser

Gly

val

Cys

Glu
530
Cys

Leu

val

Lys

Glu

Cys

Leu

Ala
355

Ala'

Lys

Asp

Cys

Lys

435

Glu

Lys

Met

Leu

Cys
515

Phe

Glu

val

Glu

Leu

Gln

Axg

340

Ser

Arg

Leu

Leu

Glu

420

Pro

Met

Asp

Phe

Leu

500

Ala

Lys

Leu

Arg

val
580

Leu
Leu
Ala
325
Asp
Leu
Leu
val
Leu
405
Asn
Leu
Pro
val
Leu
485
Leu
Ala
Pro
Phe

565

Ser

Phe

310

Ala

Glu

Gln

Ser

Thr

3380

Glu

Gln

Leu

Ala

Cys

470

Arg

Ala

Leu

Glu

550

Thr

‘Arg

Glu

295

Phe
Asp
Gly
Lys
Gln
375
Asp
Cys
Asp
Glu
Asp
455
Lys
Glu
Leu
Asp
Val
535
Gln

Lys

Asn

Ile

Ala

Lys

Lys

Phe

© 360

Arg

Leu

Ala

Ser

Lys

440

Leu

Asn

Ala

Pro

520

Glu

Leu

Lys

Leu

Ala
Lys
Ala
Ala
345

Gly

Phe

Asp
Ile
425

Ser

Pro

Ala
Lys
505
His
Glu
Gly

val

Gly
585

Arg Arg

Arg Tyr
315

Ala Cys
330

Ser Ser
Glu Arg
Pro Lys

Lys Val
395

Asp Arg
410

Ser Ser
His Cys
Ser Leu
z,\la Glu

. 475

Arg Arg
490

Glu Cys

Pro Gln

Glu Tyr
555

Pro Gln
570

Lys Val

224

His

300

Lys:

Leu
Ala
Ala
Ala
380
His
Ala
Lys
Ile
Ala
460
Ala
His

Glu

Tyr

540

Lys
val

Gly

fro
Ala
Leu
Lys

Phe

ala

Pro

Gln

350.

Lys

365 .

Glu

Asp
Leu
Ala
44

Ala

Lys

Pro

Ala
525
Leu
Phe

Ser

Ser

.Phe
Glu
Leu
Lys

430

Glu

.Asp

Asp

Asp

510

Lys

Ile

Gln

Thr

Lys
590

Phe

Phe

Lys
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Thr
320

Leu

335

Arg
Ala
Ala
cys
Ala
415
Glu
val
?he
val
495
Leu
val
Lys
Asn

Pro
575

Cys

Leu

Glu
Cys
400
Lys
Cys
Glu
val
Phe
480
Ser
Glu
Phe

Gin

Ala

/560

Thr

Cys



Lys

Vval

Asp

625

" Asn

Lys

His

Phe
708

cys

Leu

<210>
<211>
<212>
<213>

<400>
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His.

val
610

Arg

Phe

Ala.

Glu
Lys
690
Ala

Phe

Gly

Pro
595
Leu
val
Ser
Glu
Arg
675
Pro
Ala

Ala

Leu

265
637
PRT
Homo sapiens

265

Glu

Ala
660
Gln
Lys
Phe

Glu

Ala

Gln

Lys

Leu
645

. Phe

Ile

Ala

val

Glu

725

Met Lys Trp Val Ser

1

Tyr Ser Arg Ser

His
Ile

Lys
65

20

Arg Phe Lys

35,

Ala Phe Ala

- 50

5

Leu
Asp

Gln

Leu Val Asn Glu

Glu Ser Ala Glu

Lys

Leu Cys Thr

Asn
85

val

Lys Arg Met

Leu

Cys
630

Glu

Lys

Thr
Glu
710

cly

Phe

Asp

Leu

Val

Cys
615
Cys
val
Phe
Lys
Lys
695

Lys

Lys

Ile
Lys
Gly
Leu

55

Thr

70

Cys

Ala

Asp

Thr

600

val

Thr

Asp

His

Gln

680

Glu

Cys

Lys

Ser

Arg

Glu

40

Gln

Glu

Lys

Leu

Pro
Leu
Glu
Glu
Ala
665

Thr

Gln

Cys

Leu

Leu

Asp
25

AGlu

Gln

Phe

Ser

Arg

cys

His

Ser

650

Asp
Ala
Leu
Lys

Val
730

Leu
Ala
Asn
Cys
Ala
Leu

Glu

Ala

Glu

‘Leu
635

Ile

Leu

Lys

Ala

Glu
Lys
620
val
val
Cys
val

Ala

.700

Asp

715

Ala

Phe
His
Phe
Pro
Lys

75
His

Thr

225

Ala

Leu

Lys

Lys

Phe

Thr

Thr

-ASp
605

Asn

Pro

Arg

Lys

Leu

. 670

Glu
6_85
val

Asp

Ser

Phe
Ser
Ala

45
Glu
Cys

Leu

Gly

Léu

Met

Lys

Gln

Ser

Glu

Leu

Asp

Val

Phe

Glu

Leu

Val

Arg

Glu

655

Ser

Val

Asp

Glu

Ala
735

Ser

15
val
val
His
Ala
Gly

95

Met
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Ser

Ser

Pro
640
Phe
Glu
Lys
Asp
Thr

720

Ala

Ala.
Ala
Leu
Val
Asp
80

Asp

Ala
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100 105 110

Asp Cys Cys Ala Lys Gln Glu Pro Glu Arg Asn Glu Cys Phe Leu Gln
115 120 © 125

His Lys Asp Asp Asn Pro Asn Leu Pro Arg Leu Val Arg Pro Glu Val
' 130 135 - 140

Asp Val Met Cys Thr Ala Phe His Asp Asn-Glu Glu Thr Phe Leu Lys
145 ) 150 155 160

Lys Tyr Leu Tyr Glu Ile Ala Arg Arg His Pro Tyr Phe Tyr Ala Pro
. 165 170 175

Glu Leu Leu FPhe Phe Ala-Lys Arg Tyr Lys Ala Ala Phe Thr Glu Cys
180 185 190

3 Cys Gln Ala Ala Asp Lys Ala Ala Cys Leu Leu Pro Lys Leu Asp Glu
195 200 205

Leu Arg Asp Glu Gly Lys Ala Ser Ser Ala Lys Gln Arg Leu Lys Cys
210 ’ 1215 220

Ala Ser Leu Gln Lys‘ Phe Gly Glu Arg Ala Phe Lys Ala Trp Ala Val
225 230 . 235 240

Ala Arg Leu Ser Gln Arg Phe Pro Lys Ala Glu Phe Ala Glu val Ser
245 250 255

Lys Leu Val Thr Asp Leu Thr Lys Val His Thr Glu Cys Cys His Gly
260 265 270

Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala Asp Leu Ala Lys Tyr Ile
275 : 280 285

Cys Glu Asn Gln Asp Ser Ile Ser Ser Lys Leu Lys Glu Cys Cys Glu
290 295 300

Lys Pro Leu Leu Glu Lys Ser His Cys Ile Ala Glu Val Glu Asn Asp
305 ' 310 315 320

Glu Met Pro Ala Asp Leu Pro Ser Leu Ala Ala Asp Phe Val Glu Ser
325 . 330 335

Lys Asp Val Cys Lys Asn Tyr Ala Glu Ala Lys Asp Val Phe Leu Gly
340 345 350

Met Phe Leu Tyr Glu Tyr Ala Arg Arg His Pro Asp Tyr Ser Val val
355 360 365

Leu Leu Leu Arg Leu Ala Lys Thr Tyr Glu Thr Thr Leu Glu Lys Cys
370 375 380

Cys Ala Ala Ala Asp Pro His. Glu Cys Tyr Ala Lys Val Phe Asp Glu
385 390 © 395 400

- Phe Lys Pro Leu Val Glu Glu Pro Gln Asn Leu Ile Lys Gln Asn Cys

226 -



Glu
Val
Glu
Pro
465
' Leu
val
Ser
Glu
Arg
545
Pro
Ala
Ala

Leu

Gln
625

WO 2005/003296

Leu
Arg
Val
450

Glu

Asn

Ala

530

Gln ‘

Lys

Phe

Glu

His

610

Met

Phe

435

Ser

Ala

Gln
Lys
Leu
515
Phe
Ile
Ala
Val
Glu
595

Ser

Ala

<210> 266

<211>

637

<212> PRT

<213>

<400> 266
Met Lys Trp Val Ser Phe Ile Ser Leu Leu Phe Leu Phe Ser Ser Ala

1

Tyr Ser Arg S

Glu

420

Thr

Arg

Lys

Leu

Cys

500.

Glu

Thr

Lys

Thr

Glu

580

Gly

Asp

Val

20

405

Gln
Lys
Asn
Arg
Cys
485
Cys
val
Phe
Lys
Lys
565
Lys
Lys

Ala

Lys

Homo sapiens

5

Leu
Lys
Leu
Met
470
val
Thr
Asp
His
Gln

550

Glu

Lys

Val

Lys

630

Gly

val

Gly

455

Pro
Leu
Glu
Glu

Ala
535

Gln.

Cys

Leu

Phe
615

Glu
Pro
440
Lys
Cys
His
Ser
520
Asp
Ala
Leu
Lys
val
600

Thr

Leu

425

Gln

Vval

Ala

Glu

Leu

505

Ile

Leu

Lys

Ala

585

Ala

Asp

Asn

25

410

LYs
Val
Gly
Glu
Lys
490

val

Vval

val

Ala
570
Asp
Ala

Asn

Ser

10

Phe

Ser

Ser

Asp

475

Thr

Asn

Pro

Thr

Glu

555

Val

Asp

Ser

Ile

635

227

Gln
Thr
Lys
460

Tyr
Pro
Arg
Lyé
Leu
540
Leu
Met
Lys
Gln
Thr

620

Leu

Asn

Pro
445

Cys
Leu
Val
Arg
Glu
525
Ser
Val
Asp
Glu
Ala
605

Arg

Asn

Ala
430

Thr

Cys

Ser

Ser

Pro

510

Phe

Glu

Lys

Asp

Thr

590

Ala

Leu

30

415

Leu
Leu
Lys
val
Asp
495
Cys
Asn
Lys
His
Phe
575
Leu

Arg

15
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Leu
val
His

val

‘480 - ..

Arg
Phe
Ala
Glu
Lys
560
Ala
Phe

Gly

Lys

er Leu Asp Lys Arg His Ser Asp Ala Val Phe Thr Asp
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Asn Tyr Thr Arg Leu Arg Lys Gln Met Ala Val Lys Lys Tyr Leu Asn
35 40 45

Ser Ile Leu Asn Asp Ala His Lys Ser Glu Val Ala His Arg Phe Lys
50 55 60

Asp Leu Gly Glu Glu Asn Phe Lys Ala Leu Val Leu Ile Ala Phe Ala
65. 70 75 80

Gln Tyr Leu Gln Gln Cys Pro Phe Glu Asp His Val Lys Leu Val Asn
85 90 95

Glu Val Thr Glu Phe Ala Lys Thr Cys Val Ala Asp Glu Ser Ala Glu
100 105 110

Asn Cys Asp Lys Ser Leu His Thr Leu Phe Gly Asp Lys Leu Cys Thr
115 120 125

- Val Ala Thr Leu Arg Glu Thr Tyr Gly Glu Met Ala Asp Cys Cys Ala
130 135 140

Lys Gln Glu Pro Glu Arg Asn Glu Cys Phe Leu Gln His Lys Asp Asp
145 150 155 160

Asn Pro Asn Leu Pro Arg Leu Val Arg Pro Glu Val Asp Val Met Cys
165 170 175

Thr Ala Phe His Asp Asn Glu Glu Th;l‘ Phe Leu Lys Lys Tyx Leu Tyr
180 185 190

Glu Ile Ala Arg Arg His Pro Tyr Phe Tyr Ala Pro Glu Leu Leu Phe
19S5 200 205

Phe Ala Lys Arg Tyr Lys Ala Ala Phe Thr Glu Cys Cys Gln Ala Ala
210 215 220

Asp Lys Ala Ala Cys Leu Leu Pro Lys Leu Asp Glu Leu Arg Asp Glu
225 230 235 240

Gly Lys Ala Ser Ser Ala Lys Gln Arg Leu Lys Cys Ala Ser Leu Gln
245 250 255

Lys Phe Gly Glu Arg Ala Phe Lys Ala Trp Ala Val Ala Arg Leu Ser
T 260 265 270

Gln Arg Phe Pro Lys Ala Glu Phe Ala Glu Val Ser Lys Leu Val Thr
275 280 285

Asp Leu Thr Lys Val His Thr Glu Cys Cys His Gly Asp Leu Leu Glu
290 - 295 300

Cys Ala Asp Asp Arg Ala Asp Leu Ala Lys Tyr Ile Cys Glu Asn Gln
305 : 310 315 320

! Asp Ser Ile Ser Ser Lys Leu Lys Glu Cys Cys Glﬁ Lys Pro Leu Leu
325 330 . 335

228
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.Glu Lys Ser His Cys Ile Ala Glu Val Glu Asn Asp Glu Met Pro ala
340 345 350

Asp'Leu' Pro Ser Leu Ala Ala Asp Phe Val Glu Ser Lys Asp Val Cys
355 360 ) 365 )

Lys Asn Tyr Ala Glu Ala Lys Asp Val Phe Leu Gly Met Phe Leu Tyr
370 375 380

Glu Tyr Ala Arg Arg His Pro Asp Tyr Ser Val Val Leu Leu Leu Arg
385 _ 390 395 400

Leu Ala Lys Thr Tyr Glu Thr Thr Leu Glu Lys ‘Cys Cys Ala Ala Ala
405 410 415

Asp Pro His Glu Cys Tyr Ala Lys Val Phe Asp Glu Phe Lys Pro Leu
420 425. 430

. Val Glu Glu Pro Gln Asn Leu Ile Lys Gln Asn Cys Glu Leu Phe Glu
. 435 440 445

Gln Leu Gly Glu Tyr Lys Phe Gln Asn Ala Leu Leu Val Arg Tyr Thr
450 455 460

Lys Lys Val Pro Gln Val Ser Thr Pro Thr Leu Val Glu Val Ser Arg
465 470 475 480

Asn Leu Gly Lys Val Gly Ser Lys Cys Cys Lys His Pro Glu Ala Lys
485 490 495

Arg Met Pro Cys Ala Glu Asp Tyr Leu Ser Val Val Leu Asn Gln Leu
500 505 510

Cys Val Leu His.Glu Lys Thr Pro Val Ser Asp Arg Val Thr Lys Cys
515 520 525

Cys Thr Glu Ser Leu Val Asn Arg Arg Pro Cys Phe Ser Ala Leu Glu
: 530 535 540

Val Asp Glu Thr Tyr Val Pro Lys Glu Phe Asn Ala Glu Thr Phe Thr
545 . 550 555 560

Phe His Ala Asp Ile Cys Thr Leu Ser Glu Lys Glu Arg Gln Ile Lys
565 ‘570 575

Lys Gln Thr Ala Leu Val Glu Leu Val Lys His Lys Pro Lys Ala Thr
580 585 590

Lys Glu Gln Leu Lys Ala Val Met Asp Asp Phe Ala Ala Phe Val Glu
595 600 605 ’

Lys Cys Cys Lys Ala Asp Asp Lys Glu Thr Cys Phe Ala Glu Glu Gly
610 © 615 620

Lys Lys Leu Val Ala Rla Ser Gln Ala Ala Leu Gly Leu
625 630 635
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<210>
<211>
<212>
<213>
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267
636
PRT
Homo sapiens

<400> 267

Met Lys Trp Val Ser

1

Tyr
' His
Ile
Lys

65
-Glu
Lys
Asp
His
Asp
145
Lys
Glu
Cys
.Leu
Ala

225

Ala

-Ser

Arg

Ala

Leu

Ser

Leu

Cys

Lys

130

Val

Tyr

Leu

Gln

Arg

210

Ser

Arg

Arg:

Phe
35
Phe

val

Ala

Cys
115

Asp

Met

Leu’

Leu
Ala
195

Asp

Leu

Leu

Ser

Lys

Ala

Asn

Glu
Thr
100
Ala

Asp

Cys

Phe
180
Ala
Glu
Gln

Ser

S

Leu

Asp

Gln

Glu

Asn

Val

Lys

Asn

Thr

Glu

165

Phe

"Asp

Gly

Lys

Gln
245

Phe
Asp
Leu
Ty

val
70

Cys

Ala

Gln

Pro

Ala

150

Ile

Ala

Lys

Lys

Phe

230

Arg

Ile
Lys
Gly
Leu

55
Asp
Thr
Glu
Asn
135
Phe
Ala
Lys
Ala
Ala
215

Gly

Phe

Ser

Arg

Glu

40

Gln

Glu

Lys

Leu

Pro

120

Leu

His

Arg

Arg

Ala

200

Ser

Glu

Pro

Leu
Asp

25
Glu
Gln
Phe
Ser
Arg
105
Glu
Pro
Asp
Arg
185
Cys
Ser

Arg

Lys

Leu

Ala

Asn

Cys

Ala

90

Glu

Arg

Arg

Asn

His

170

Lys

Leu

Ala

Ala

Ala
250

Phe
His
Phe
Pro
Lys

75
His
Thr
Asn
Leu
Glu
155
Pro
Ala
Leu
Lys
Phe

235

Glu

230

Leu

Lys

Lys

Phe

60

Thr

Thr

Glu
val
140

Glu

Ala

Gln
220

Lys

Phe

Phe
Ser
Ala
45
Glu
Cys
Leu
Gly
Cys
125
Arg
Thr
Phe

Phe

Lys

205

Arg

Ala

aAla
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Leu
Asp
Vval
Phe
Glu
110
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Trp
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Lys Leu Val Thr Asp Leu Thr Lys Val His Thr Glu Cys Cys His Gly
260 265 270

Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala Asp Leu Ala Lys Tyr Ile
275 280 - 285 '

‘Cys Glu Asn Gln Asp Ser Ile Ser Ser Lys Leu Lys Glu Cys Cys Glbu
290 295 300 :

Lys Pro Leu Leu Glu Lys Ser His Cys Ile Ala Glu Val Glu Asn Asp
- 305 . 310 : 315 320

. Glu Met Pro Ala Asp Leu Pro Ser Leu Ala Ala Asp Phe Val Glu Ser
325 330_ 335

Lys Asp Val Cys Lys Asn Tyr Ala Glu Ala Lys Asp Val Phe Leu Gly
340 _ 345 350 '

Met Phe Leu Tyr Glu Tyr Ala Arg Arg His Pro Asp Tyr Ser Val Val
355 . 360 365

Leu Leu Leu Arg Leu Ala Lys Thr Tyr Glu Thr Thr Leu Glu Lys Cys
370 375 380

Cys Ala Ala Ala Asp Pro His Glu Cys Tyr Ala Lys Val Phe Asp Glu
385 390 395 400

Phe Lys Pro Leu Val Glu Glu Pro Gln Asn Leu Ile Lys Gln Asn Cys
’ : 405 410 415 :

Glu Leu Phe Glu Gln Leu Gly Glu Tyr Lys Phe Gln Asn Ala Leu Leu
' 420 425 430

Val Arg Tyr Thr Lys Lys Val Pro Gln Val Ser Thr Pro Thr Leu Val
435 440 - 445

Glu Val Ser Arg Asn Leu Gly Lys Val Gly Ser Lys Cys Cys Lys His
450 455 460

Pro Glu Ala Lys Arg Met Pro Cys Ala Glu Asp Tyr Leu Ser Val Val
465 ) 470 g 475 480

Leu Asn Gln Leu Cys Val Leu His Glu Lys Thr Pro Val Ser Asp Arg
: 485 490 : 495

Val Thr Lys Cys Cys Thr Glu Ser Leu Val Asn Arg Arg Pro Cys Phe
: 500 _ 505 510 :

Ser Ala Leu Glu Val Asp Glu Thr Tyr Val Pro Lys Glu Phe Asn Ala
) - 515 520 : 525 )

Glu Thr Phe Thr Phe His Ala Asp Ile Cys Thr Leu Ser Glu Lys Glu
© 530 535 : 540

Arg Gln Ile Lys Lys Gln Thr Ala Leu Val Glu Leu Val Lys His Lys
- 545 . © 550 558 560
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Lys

Phe

Glu

His
610

Gly Ala

625

<210>
<211>
<212>
<213>

Ala Thr Lys

565

Val Glu Lys

580

Glu Gly Lys

585

Ser Asp Gly

Arg Leu Gln

268
636
PRT
Homo sapiens

<400> 268
Met Lys Trp Val Ser

1

Tyr

Glu

Gly

Leu

65

.Val

Gln
145

Pro

Ala

Ser

Leu

Leu

50

Gly

Leu

Asp
Thr
130
Glu

Asn

Phe

.Arg

Ser

35

val

Glu

Gln

Glu

Lys

115

Leu

Pro

Leu

His

Ser

20

Arg

Asp

Glu

Gln

.Phe

100

Ser

Arg

Glu

Pro

Asp

5

Leu

Leu

Ala

Asn

Cys

Glu
Cys
Lys
Thr

Arg
630

Phe
Asp
Arg
His
Phe

70

Pro

.85 -

Ala

Leu

Glu

Arg

Arg

165

Asn

Lys
His
Thr
Asn
150
Leu

Glu

Gln
Cys
Leu
Phe

615

Leu

Ile
Lys
Glu
Lys

55

Lys

Phe

Thr

Tyr
135
Glu

Val

Glu

Leu

Lys

Val

600

Leu

Ser
Arg
Gly

40

Ser

Ala

Glu

Cys

Leu
120

Gly

Cys-

Arg

Thr

Lys

Ala

585

Ala

Ser

Gln

Leu

His

25

Ala

Glu

Leu

Asp

val

105,

Phe
Glu
P@e
Pro

Phe

Ala
570
ASp
Ala
Glu

Gly

Leu
10

Ser

val
val
His

90
Ala
Gly
Met
Leu
Glu

170

Leu

val

Asp

Ser

Leu

Leu
635

Phe

Asp

Leu

Ala

Leu

75

Val

Asp

Asp

Ala

Gln

155

Val

Lys

232

Met

Lys

Gln

Ser

620

Val

Leu

Gly

Gln

His

60

Ile

Lys

Glu

Lys

Asp

140

His

Asp

Lys

Asp
Glu
Ala

605

Arg

Phe

Arg

45
Arg
Ala
Leu

Ser

Leu
125

Cys
Lys
val

Tyr

Asp

1590

Ala

Leu

Ser
Fhe

30
Leu
Phe
Phe

Val

Ala
110

Cys

Cys

Asp

Met

Leu

Phe
575
Cys

Leu

Arg

Ser

15
Thr
Leu
Lys
Ala
Asn

95
Glu
Thr
Ala

Asp

Cys
175
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Ile

Lys
225

Lys

. Phe

Ala
" 305
Ser
Lys

Leu

Asn

385

Lys
465

Leu
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Ala

Lys

210

Ala

Ala

Gly

Phe

Thr

290

Asp

Ile

Ser

Pro

370

Ala

Lys
His
Glu
Gly
450

val

Gly

Arg
195
Arg
Ala

Ser

Glu

Pro

275

Lys
Asp
Ser
His
Ser
355
Ala
Arg
Thr
Glu
Pro

435

Glu

Lys

180

Arg

Cys
Ser
Arg
260
Lys
Val
Arg

Ser

Cys
340
Leu

Glu

Arg

Cys
420

Gln

Gln

val

His

Lys

Leu

Ala

245

Ala

Ala

His

Ala

Lys

325

Ile

Ala

Ala

His

Glu

405

Tyr

Asn

Lys

Val

Gly

Pro
Ala
Leu
230
Lys
Phe
Glu
Thr
Asp
310
Leu
Ala
Ala
Lys
Pro
390
Thr
Ala
Leu
Phe
Ser

470

Ser

Ala
215
Pro
Gln
Lys
Phe
Glu
295
Leu
Lys
Glu
Asp
Asp

375

Asp

Lys

Ile

Gln
455

‘i‘hr

Lys

Phe

200

Phe

Lys

Arg

Ala

Ala

280

Cys

Ala

Glu

val

Phe

360

val

Leu

val

Lys

440

Asn

Pro

Cys

185

Leu

Leu

265

Glu

Cys

Lys

Cys

Glu

345

Val

Phe

Ser

Glu

Phe

425

Gln

ala

Thr

Cys

Rla Pro
Glu Cys
Asp Glu

235
Lys Cys
250
Ala Val
Val Ser
His Gly
Tyr Ile

315

Cys Glu
330

Asn Asp
Glu Ser

Leu Gly

Val val

Glu

Cys

220

Leu

Ala

Ala

Lys

Asp

300

Cys

Lys

Glu

Lys

Met
380

Leu

395

Lys Cys

410

Asp Glu

Asn Cys

Leu Leu

Leu Val
475

Lys His

233

Cys
Phe
Glu
val
460

Glu

Pro

Leu

205

Gln

Arg

Ser

Arg

Leu

285

Leu

Glu

Pro

Met

Asp

365

Phe

Leu

Ala

Lys

Leu

445

Arg

val

Glu

. 190

Leu

Ala

Asp

Leu

Leu

270

val

Leu

Asn

Leu

Pro

350

Val

Leu

Leu

Ala

Pro

430

Phe

Ser

Ala

Phe

Ala

Glu

Gln
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Thr

Glu

Gln

Leu

335
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Cys

Arg
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415
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Glu

Thr
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Met Pro
Val Leu

Thr Glu
530

‘asp Glu
545 -

His Ala
Gln Thr

Glu Gln
"-Cys Cys
610

. Lys Leu
625

Cys
His
515
Ser
Thr
Asp
Ala
Leu
595

Lys

val

<210> 269
<211> 729
<212> PRT
<213> Homo sapiens

<400> 269

‘Met Lys
1

" Tyr Ser
His Arg

Ile Ala
50

Lys Leu
65

Glu Ser

Lys Leu

Trp

Arg

Phe

35

Phe

Val

Ala

Cys

ala

500

Glu

Leu

Ile

Leu

580

Lys

Ala

Ala

val

Ser

Lys

Ala

Asn

Glu

100

485

-Gluy,

Lys
Val
val
Cys
565
val
Ala

Asp

Ala

Ser

S
Leu
Asp
Gln
Glu

Asn

vVal

Asp

Asn

Pro

550

Thr

Glu

Val

Asp

Ser
630

Phe

Asp

Leu

Val
70

Cys

Ala

Pro

Arg

535

Lys

Leu

Leu

Met

Lys
615

Gln

Ile

Lys

Gly

Leu
55

Thr-

Asp

Thr

Leu

val

520

Arg

Glu

Ser

Val

Asp

Ser
505
Ser
Pro
Phe
Glu
Lys
585

Asp

600

Glu

Ala

Ser
Arg
Glu

40
Gln
Glu

Lys

Leu

Ala

Leu.
Asp
25
Glu
Gln
Phe

Ser

Arg
105

490
val

Asp

Cys

Asn

Lys

570

His

Phe

Leu

Leu

10

Ala

Asn

Cys

Ala

Leu

Glu

val
Arg
Phe
Ala
555
Glu
Lys
Ala
Phe

Gly
635

Phe
His
Phe
Pro
Lys

75
His

Thr

234

Leu

Val

Ser

540

Glu

Arg

Pro

Ala

Ala
620

Leu

Leu

Lys

Lys

Phe

60

Thx

Thx

Asn

525

Ala
Thr
Gln
Lys
Phe

60S

Glu

Phe
Ser
Ala

45

Glu
Cys
Leu

Gly

Gln

510

Lys

Leu

Phe

Ile

Ala
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vVal

Glu

Ser -
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Glu
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Leu

Glu

Thr-

Lys
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Glu

Gly

Ser
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Thr
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Glu
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Asp
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Asp
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Glu
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Glu
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Asp
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405
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Ala
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Lys
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390

Glu
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Pro
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Lys
375

His
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Pro
120
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His
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Arg
Ala
200
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Glu
Pro
Lys
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Ser
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360
Thr

Glu

Pro

Glu
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Arg

185
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Ser

Axrg

Lys
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Arg
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Cys

Leu

Glu

345

Arg
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His
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Leu
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His
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Lys
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330
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Glu
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410
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Leu
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Leu

Lys
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235

Glu
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Ala

315
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Lys

Pro
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Leu

235

Glu
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Lys
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Glu Leu Phe Glu Gln Leu Gly Glu Tyr Lys Phe Gln Asn Ala Leu Leu
420 425 430

Val Arg Tyr Thr Lys Lys Val Pro Gln Val Ser Thr Pro Thr Leu Val
’ 435 : 440 ) 445

Glu Val Ser Arg Asn Leu Gly Lys Val Gly Ser Lys Cys Cys Lys His
450 455 460

Pro Glu Ala Lys Arg Met Pro Cys Ala Glu Asp Tyr Leu Ser Vval Val
465 470 ) 475 - 480

~ Leu Asn Gln Leu 0ys‘Va1 Leu His Glu Lys Thr .Pfo'Val Ser Asp Arg
485 490 495

Val Thr Lys Cys Cys Thr Glu Ser Leu Val Asn Arg Arg Pro Cys Phe
‘500 505 510 .

Ser Ala Leu Glu Val Asp Glu Thr Tyr Val Pro Lys .Glu Phe Asn Ala
515 520 525

Glu Thr Phe Thr Phe His Ala Asp Ile Cys Thr Leu Ser Glu Lys Glu
530 " 535 540

Arg Gln Ile Lys Lys Gln Thr Ala Leu.Val Glu Leu Val Lys His Lys
545 550 555 : 560

Pro Lys Ala Thr Lys Glu Gln Leu Lys Ala Val Met Asp Asp Phe Ala
. 565 570 575

Ala Phe Val Glu Lys Cys Cys Lys Ala Asp Asp Lys Glu Thr Cys Phe
580 . 585 590

AAla Glu Glu Gly Lys Lys Leu val Ala Ala Ser Gln Ala Ala Leu Gly
595 600 605

Leu Ser Ser Ser His Pro Ile Phe His Arg Gly Glu Phe Ser Val Cys
610 615 : 620 i

Asp Ser Val Ser Vval Trp Val ély Asp Lys Thr Thr Ala Thr Asp Ile
625 630 . . 635 ) 640 .

Lys Gly Lys Glu Val Met Val Leu Gly Glu Val Asn Ile Asn Asn Ser
' 645 650 - 655

Val Phe Lys Gln Tyr Phe Phe Glu Thr Lys Cys Arg Asp Pro Asn Pro
660 665 . ) 670

Val Asp Ser Gly Cys Arg Gly Ile Asp Ser Lys His Trp Asn Ser Tyr -
675 680 685 :

Cys Thr Thr Thr His Thr Phe Val Lys Ala Leu Thr Met Asp Gly Lys
690 695 700 - -

Gln Ala Ala Trp Arg Phe Ile Arg Ile Asp Thr Ala Cys Val Cys Val
705 710 715 720

236



WO 2005/003296

Leu Ser Arg Lys

<210> 270
<211> 729
<212> PRT
<213> Homo sapiens

<400> 270
Met Lys Trp Val

1

Tyr Ser
Arg Gly

Lys Thr

50

Glu Vval
65

Lys Cys
_ Ser Lys
"Ala Leu

" Asp Thr
130

Asp Ala
145

"Glu Asn
Gln Cys
Phe Ala
Ser Leu

210

Arg Glu
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Thr
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Cys
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Phe
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val

Cys

Gln

120

Leu

Ala
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Leu

Sexr
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Lys
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Asp
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Asp

Ala

Glu
Lys

Asp

Leu
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Lys

Ser
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Ala
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Leu
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Cys
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Ser
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Lys
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Arg
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Thr

220

Ala

Phe

45
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Phe

Arg

Ser
Ile

30
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Val
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Gly

Phe

110

Phe
125
Val
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Gln
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Val

Lys

Ile

Arg
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Tyr

vVal
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Gly
Leu
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95
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Arg
Arg
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Thr

Asp
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Val
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Arg
Arg
Asn
His
290
Lys
Leu
Ala
Ala
Ala
370
His
Ala
Lys
Ile
Ala
450
Ala
His

Glu

Asn
530

Asn
Leu
Glu
275
Pro
Ala
Leu
Lys
Phe

355

Glu

Asp
Leu
Ala
435
Ala
Lys
Pro
Thr
Ala

515

Leu

Glu
val
260

Glu

Ala
Pro

Gln

340.

Lys
Phe
élu
Leu
Lys
420
Glu
Asp
Asp
Asp

500

Lys

Ile

cys

245

Arg

Thr

Phe

Phe

Lys

325

Arg

Ala

Ala

Cys

Ala

405

Glu

val

Phe

val

+ 485

Leu

val

Lys

Phe

Pro

Phe

Thr

310

Leu

Leu

Trp

Glu

Cys

390

Lys

Cys

Glu

val

Phe

470

Ser

Glu

Phe

Gln

Leu
Glu
Leu
Ala
295
Glu

Asp

Lys

Val
375

His

Cys

Asn’

Glu

455

Leu

val

Lys

Asp

Asn

- 535

Gln

Val

Lys

280

Pro

Cys

Glu

Cys

val

360
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Gly

Ile
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Asp
440
Ser
Gly
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Ccys

Glu
520

Cys

His

Asp
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Lys

Glu

Cys

Leu

Ala
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Ala

Lys

Asp

Cys

Lys

425

Glu

Lys

Met

Leu

Cys
505

Phe

Glu

Lys
250

val

Leu
Gln
Arg
330
Ser
Arg
Leu
Leu
Glu
410
Pro
Met
Asp
FPhe
Leu
490
Ala

Lys

Leu

Asp
Met
Leu
Leu
Ala

315

Asp

Leu
val
Leu
395
Asn
Leu
Pro
Val
Leu
475
Leu
Ala

Pro

Phe

238

Asp

Cys

Phe
300
Ala
Glu
Gln

Ser

Thr

380

Glu

Gln

Leu

Cys

460

Arg

Ala

Leu

Glu
540

Asn

Glu
285
Phe
Asp
Gly
Lys
Gln

365

Asp

Asp
Glu
Asp
445
Lys
Glu
Leu

Asp

Vai

‘525

Gln

Pro

Ala

270

Ile

Ala

Lys

Lys

Phe

350

Arg

Leu

Ala

Ser

Lys

430

Leu

Asn

Ala
Pro
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Glu

Leu
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Lys
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Tyr Lys Phe Gln Asn Ala Leu Leu Val Arg Tyr Thr Lys Lys Val Pro
545 . 550 555 560

'Gln Val Ser Thr Pro Thr Leu Val Glu Val Ser Arg Asn Leu Gly Lys
565 570 575

Val Gly Ser Lys Cys Cys Lys His Pro Glu Ala Lys Arg Met Pro Cys
580 585 590

‘ Ala Glu Asp Tyr Leu Ser Val Val Leu Asn Gln Leu Cys Val Leu His
595 600 605 '

Glu Lys Thr Pro Val Ser Asp Arg Val Thr Lys Cys Cys Thr Glu Ser
610 615 : 620

Leu Val Asn Arg Arg Pro Cys Phe Ser Ala Leu Glu Val Asp Glu Thr
- 625 630 635 ’ 640

Tyr Val Pro Lys Glu Phe Asn Ala Glu Thr Phe Thr Phe His Ala Asp
645 - 650 655

Ile Cys Thr Leu Ser Glu Lys Glu Arg Gln Ile Lys Lys Gln Thr Ala
' 660 665 670

‘Leu Val Glu Leu Val Lys His Lys Pro Lys Ala Thr Lys Glu Gln Leu
675 680 685

Lys Ala Val Met Asp Asp Phe Ala Ala Phe Val Glu Lys Cys Cys Lys
690 695 700 .

Ala Asp Asp Lys Glu Thr Cys Phe Ala Glu Glu Gly Lys Lys Leu Val
705 710 715 720

Ala Ala Ser Gln Ala Ala Leu Gly Leu
' 725

<210> 271

<211> 729

© <212> PRT

<213> Homo sapiens

<400> 271
Met Lys Trp Val Ser Phe Ile Ser Leu Leu Phe Leu Phe Ser Ser Ala
1 S 10 15

"Tyr Ser Arg Ser Leu Asp Lys Arg Asp Ala His Lys Ser Glu Val Ala
20 . 25 30

His Arg Phe Lys Asp Leu Gly Glu Glu Asn Phe Lys Ala Leu Val Leu
35 40 45

Ile Ala Phe Ala Gln Tyr Leu Gln Gln Cys Pro Phe Glu Asp His Val
: 50 55 60

Lys Leu Val Asn Glu Val Thr Glu Phe Ala Lys Thr Cys Val Ala Asp
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Pro

Met

Asp

Phe

Leu

Leu
Pro
\;al
Leu

355

Leu

Glu
Thr
100

Ala

Asp

Phe

180

Ala

Glu

Gln

Ser

260

Glu

Gln

Ala

Cys
340

Tyr
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Asn
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Lys

Asn’

Glu

165

Phe
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Lys

Gln

245

Asp

Cys

Asp

Glu

Asp

325

Lys

Glu

Leu
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Cys

Ala

Gln
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Ala
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Ile
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Lys

Lys

Phe

230

Arg

Leu

Ala

Ser

Lys
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Leu
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Glu
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135
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Ala
Lys
Ala
Ala
215
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Phe
Thx
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Ile
295
Ser
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Tyr
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Lys

Lys

Leu

Pro

120

Leu
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Arg

Arg’

Ala

200

Ser

Glu

Pro

Lys

Asp

280

Ser
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Ser

Ala

Arg
360

Ser
Arg
105
Glu

Pro

Asp

185

Cys

Ser

Arg

Lys

Val

265

Arg

Ser

Cys

Leu

Glu’

345

Arg

Leu

90
Glu
Arg
Arg
Asn
His
170
Lys
Leu
Ala
Ala
Ala
250
His
Ala
Lys
Ile
Ala
330

Ala

His

Thr Tyr Glu

75
His
Thr
Asn
Leu
Glu
155
Pro
Ala
Leu
Lys
Phe
235
Glu
Thr
Asp
Leu
Ala
315

Ala

Lys

Pro

Thr

240

Thr

Glu

Val

140

Glu

Ala
Pro
Gln
220
Lys
Phe
Glu
Leu
Lys
300
Glu
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Asp
Asp

Thr

Leu
Gly
Cys
125
Arg
Thr
Phe
Phe
Lys
205
Arg
Ala
Ala
Cys
Ala
285
Glu
Val
Phe
Val

365

Leu

Phe

Glu

110

Phe

Pro

Phe
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Thr

190

Leu

Leu

Trp

Glu

Cys

270

Lys

Cys

Glu

Val

Phe

350

Ser

Glu

Gly

95
Met
Leu

Glu

Leu
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Lys

160

Ala
175

Glu
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Lys

Ala

val

255
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Cys

Asn

Glu

335

Leu

Val

Lys
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240
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Gly
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Glu
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Pro
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Leu
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Leu
Arg
val
450
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Asn
Thr
Ala
Thr
530
Gln

Lys

Phe

Glu

Ser
610
Ser

Gly

Phe
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Ala
Pré
Phe
4'3 S
Ser
Ala
Gln
Lys
Leu
515
Phe

Ile

Ala

Val

Glu

595

Ser

val

Lys

Lys

Ser

Ala

Leu

Glu

420

Arg

Lys

Leu

Cys
500

'Glu

Lys

Thr

Glu

580

Gly

Ser

Ser

Glu

Gln-

660

Gly

Asp
Val
405
Gln
Lys
Asn
Arg

Cys

Pro
390
Glu
Leu
Lys
Leu
Met
470

Val

485 .

Cys
Val
Phe
Lys
Lys
565
Lys
Lys
His
Val
Val

645

Cys

Thr

Asp

His

Gln

550

Glu

Cys

Lys

Pro

630

Met

Phe

Arg

375
His
Glu
Gly
Va}
Gly

455

Pro

Leu

Glu
Glu
Ala
535

Thr

Gln

Leu

Ile

615

Val

Val

Phe

Gly

Glu
Pro
Glu
Pro
440
Lys
Cys
His
Ser
Thr
520
Asp
Ala
Leu
Lys
Val
600
Phe
Gly
Leu

Glu

Ile

Cys

Gln

425

Gln

val

Ala

Glu

Leu
505

Tyr
Ile
Leu
Lys
Ala
585
Ala
His
Asp
Gly
Thr

665

Asp

Tyr Ala
- 395

Asn Leu
410

Lys Phe
val Ser

Gly Ser

Glu. Asp
475

Lys Thrv

490

vVal Asn
Val Pro
Cys Thr

Val Glu
555

Ala val
570

Asp Asp
Ala Ser
Arg Gly

Lys .Thr
635

Glu Vval
650

Lys Cys

Ser_ Lys

241

380

Lys
Ile

Gln

Lys
460
Pro
Arg
Lys
Leu
540
Leu
Met
Lys
Gln
Glu
620
Thr
Asn

Arg

His

Val

Lys

Asn

Pro
445

Cys-

Leu

Val

Arg

Glu

525

Ser

val

Asp

Glu

Ald

605

Phe

Ala

Ile

Asp

Trp

Phe
Gln
Ala
430
Thr
Cys
Ser
Ser
Pro
510
Phe
Glu
Lys
Asp
Thr
590
Ala
Ser
Thr
Asn
Pro

670

Asn

Asp

Asn
415

Leu

Leu

Lys

val

Asp

495

Cys

Asn

Lys

His

Phe

575

cys

Leu

Val

Asp

Asn

655

Asn

Ser
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Leu
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val
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Arg
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Ala
Glu
Lys
560
Ala
Phe
Gly
Cys
Ile
640
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675
Cys Thr Thr Thr His
690

Gln Ala Ala Trp Afg
708

Leu Ser Arg Lys Ala
725

<210> 272
<211> 729°
<212> PRT
<213> Homo sapiens

<400> 272
Met Lys Trp Val Ser
1 S

Tyr Ser Arg Ser Leu
20

Arg Gly Glu Phe Ser
35

Lys Thr Thr Ala Thr
S0

Glu Val Asn Ile .Asn
65 .

Lys Cys Arg Asp Pro
i 85

Ser Lys His Trp Asn
100

Ala Leu Thr Met Asp
115 -

Asp Thr Ala Cys Val
130

Asp Ala His Lys Ser

145 :

Glu Asn Phe Lys Ala
165

Gln Cys Pro Phe Glu
180

Phe Ala Lys Thr Cys
195 .

Phe
710

Val

Phe
Asp
Val
Asp
Asn

70

Asn

Ser

Gly
Cys
Glu
150
Leu

Asp

val

Phe
695
Ile

Arg

Ile
Lys
Cys
Ile

55

Ser

Pro

Lys
Val
135
vVal
val
His

Ala

680

Val

Arg

Arg

Ser

Asp

40

Lys

val

val

Cys

Gln

120

Leu

Ala

Leu

Val

Asp
200

685
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Lys Ala Leu Thr Met Asp Gly Lys

700

Ile Asp Thr Ala Cys Val Cys-Val
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Leu

Ser

Ser

Gly

Phe

‘Asp

Thr
105

Ala

Ser

His

Ile

Lys
185

Glu

715

Leu Phe
10

Ser Ser

val Ser

Lys Glu

Lys Gln

75

Ser Gly
90

Thr Thr

Ala Trp

Arg Lys

Arg Phe

155

Ala Phe
170
Leu Val

Ser Ala

242

Leu
His
vVal
Val

60
Tyr
Cys
His
Arg
Ala
140
Lys
Ala

Asn

Glu

Phe

Pro

Trp

45

Met

Phe

Arg

Thr

Phe

125

Val

Asp

Gln

Glu

Asn
205

Ser

Ile

30

val

Val

Phe

Gly

Phe

110

Ile

Arg

Leu

Tyr

Val

190

Cys

Ser.

15
Phe
Gly
Leu
Glu
Ile

95
val
Arg
Arg
Gly
Leu
175

Thr

Asp

720

Ala
His
Asp
Gly
Thr‘

80

Asp

Lys

Ile

Ala

Glu

160

Gln

Glu

Lys
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Arg
225

Glu

Pro
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?Cys

- Ser

Lys
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385

. Ser

Leu
Glu
465

.'Arg

Tyr
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370
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Lys

Ile
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450
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Glu
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Thr

Asn

Leu
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275

Pro
Ala
Leu
Lys
Pﬁe
355
Giu
Thr
Asp
Leu
Ala
435
Ala
Lys

Pro

Thr

Tyr
Glu
val

260

Glu

Ala

Gln
340

Lys

Phe

Glu.

Leu
Lys
420

Glu

Asp

‘Asp

Asp

Thr

Leu
ély
cys
245
Arg
Thr
Phe
Phe
Lys
325
Arg
Ala
AJ‘. a
Cys
Ala
Glu
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Phe
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Tyr
485

Leu

500

Phe
Glu
230
Phe

Pro

Phe

Thr
310
Leu
Leu
Trp

Glu

Cys

390

Lys
- 405 -

-CYS.

Glu
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Phe
470

Ser

Glu

Gly
215
Met
Leu
Glu
Leu
Ala
295
Glu
Asp
Lys
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375
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Cys

Asn

Glu
455
Leu
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Lys
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Gln
Vél
Lys

280

Pro
Cys
Glu
Cys
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360
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Glu,
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440
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Val
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Ile

Lys

Asp
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Asp

265

Lys

Glu

Cys

Leu
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345
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Lys
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Lys

425

Glu

Lys

Met

Leu

Cys
505

Leu
Cys
Lys

250
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Lét_;
Gln
Arg
330
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Arg
Leu
Leu
Glu
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Met
Asp
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Leu

490
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Cys

cys

235

Asp

Met

Leu

Leu

Ala

315

Asp

Leu

Leu

val

Leu

395

Asn

Leu’

Pro

val

Leu

475

Leu

Ala

- 243

Thr
220
Ala

Asp

Cys

Phe
300
Ala
Glu
Gln
Ser
380

Glu

Gln

Leu

Ala

Cys

val

Lys

Asn

Glu

' 285

Phe

Gly
Lys
Gln
365
Asp

Cys

Asp

Glu

Gln

Pro
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270

Ile

Ala

Lys

Lys

Phe

350

Arg

Leu
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Lys
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Asp
445
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460 -
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Lys
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Cys Tyr Ala Lys Val Phe Asp Glu Phe Lys Pro Leu Val Giu Glu Pro
515 . 520 525

Gln Asn Leu Ile Lys Gln Asn Cys Glu Leu Phe Glu Gln Leu Gly Glu
530 535 540

v .Lys Phe. Gln Asn Ala Leu Leu Val Arg Tyr Thr Lys Lys Val Pro
545 550 555 560

Gln Val Ser Thr Pro Thr Leu Val Glu Val Ser Arg Asn Leu GlyA Lys
565 570 575

Val Gly Ser Lys Cys Cys Lys His Pro Glu Ala Lys Arg Met Pro Cys
580 585 590

Ala Glu Asp Tyr Leu Ser Val-Val Leu Asn Gln Leu Cys Val Leu His
595 600 - 605

Glu Lys Thr Pro Val Ser Asp Arg Val Thr Lys Cys Cys Thr Glu Ser
610 ‘ 615 620

Leu Val Asn Arg Arg Pro Cys Phe Ser Ala Leu Glu Val Asp Glu Thr
625 _ 630 635 640

Tyr Val Pro Lys Glu Phe Asn Ala Glu Thr Phe Thr Phe His Ala Asp
645 650 655

" Ile Cys Thr Leu Ser Glu Lys Glu Arg Gln Ile .Lys Lys Gln Thr Ala
660 : 665 670

Leu Val Glu Leu Val Lys His Lys Pro Lys Ala Thr Lys Glu Gln Leu
675 680 685

Lys Ala Val Met Asp Asp Phe Ala Ala Phe Val Glu Lys Cys Cys Lys
690 ' 695 700

Ala Asp Asp Lys Glu Thr Cys Phe Ala Glu Glu Gly Lys Lys Leu Val
705 710 715 720

Ala Ala Ser Gln Ala Ala Leu Gly Leu
: 725

<210> 273
<211> 678
<212> PRT
<213> Homo. sapiens

.<400> 273 : . .
Met Lys Trp Val Ser Phe Ile Ser Leu Leu Phe Leu Phe Ser Ser Ala
1 5 10 15

Tyr Ser Arg Ser Leu Aspv Lys Arg Asp Ala His Lys Ser Glu Val Ala
20 . 25 30
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His Arg Phe Lys Asp Leu Gly Glu Glu Asn Phe Lys Ala Leu Val Leu
. " 35 40 45

_Ile Ala Phe Ala Gln Tyr Leu Gln Gln Cys Pro Phe Glu Asp His Val

. Lys Leu Val Asn Glu Val Thr Glu Phe 2la Lys Thr Cys Val Ala Asp
65 70 75 80
Glu Ser Ala Glu Asn Cys Asp Lys Ser Leu His Thr Leu Phe Gly Asp
Lys Leu Cys Thr Val Ala Thr Leu Arg Glu Thr Tyr Gly Glu Met Ala
’ 100 105 . 110 .

f\sp Cys Cys Ala Lys Gln Glu Pro Glu Arg Asn Glu Cys Phe Leu Gln
o 115 ) 120 125

.His Lys Asp Asp Asn Pro Asn Leu Pro Arg Leu Val Arg Pro Glu Val
130 135 140

Asp Val Met Cys Thr Ala Phe His Asp Asn Glu Glu Thr Phe Leu Lys
145 150 155 160

Lys Tyr Leu Tyr Glu Ile Ala Arg Arg His Pro Tyr Phe Tyr Ala Pro
: 165 170 175

Glu Leu Led Phe Phe Ala Lys Arg Tyr Lys Ala Ala Phe Thr Glu Cys
180 185 190

Cys Gln Ala Ala Asp Lys Ala Ala Cys Leu Leu Pro Lys Leu Asp Glu
195 200 205

" Leu Arg Asp Glu Gly Lys Ala Ser Ser Ala Lys Gln Arg Leu Lys Cys
210 ) 215 220

Ala Ser Leu Gln Lys Phe Gly Glu Arg Ala Phe Lys Ala Trp Ala Val
225 230 235 240

Ala Arg Leu Ser Gln Arg Phe Pro Lys Ala Glu Phe Ala Glu Val Ser
245 250 255

Lys Leu Val Thr Asp Leu Thr Lys Val His Thr Glu Cys Cys His Gly
260 265 270

. Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala Asp Leu Ala Lys Tyr Ile
275 280 285

Cys Glu Asn Gln 'Asp Ser Ile Ser Ser Lys Leu Lys Glu Cys Cys Glu
‘ 290 295 300 ’

_ Lys Pro Leu Leu Glu Lys Ser His Cys Ile Ala Glu Val Glu Asn Asp
305 © 310 315 320

Glu Met Pro Ala Asp Leu Pro Ser Leu Ala Ala Asp Phe Val Glu Ser
: 325 330 335
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Leu
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Arg His Ser Gln Gly Thr Phe Thr Ser Asp Tyr Ser Lys Tyr Leu Asp
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Ser Arg Arg Ala Gln

Asn Arg Asn Asn Ile-

675

<210> 274
<211> 678
<212> PRT }
-<213> Homo sapiens
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Met Lys Trp Val
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Lys Ser

Asp Gln
50
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65
" Trp Leu
Lys Sér
Lys Ala
Phe Glu
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Val
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55
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Leu
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Arg
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Asn
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Arg Asn
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Cys
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200
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Thr val
170
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185

Asp Asn
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Leu
Asp
Gln
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Asn
Leu
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Val
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155
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Gln

Pro

Ala
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Leu
Gln
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Gly
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Gln
Ile
Gly
Leu
Thr
140
Asp
Thr
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Asn

Phe

Phe
Asp
Leu

45
Thr
Asp
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Glu
Gln
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Glu
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205
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Thr
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210 215 220

Glu Thr Phe Leu Lys Lys Tyr Leu Tyr Glu Ile Ala Arg Arg His Pro
- 225 230 . 235 240

‘Tyr Phe Tyr Ala Pro Glu Leu Leu Phe Phe Ala Lys Arg Tyr Lys Ala
. 245 250 255

~Ala Phe Thr Glu Cys Cys Gln Ala Ala Asp Lys Ala Ala Cys Leu Leu
260 265 : 270

Pro Lys Leu Asp Glu Leu Arg Asp Glu Gly Lys Ala Ser Ser Ala Lys
275 - 280 285 :

'Gln Arg Leu Lys Cys Ala Ser Leu Gln Lys Phe Gly Glu Arg Ala Phe
290 295 300

Lys Ala Trp Ala Val Ala Arg Leu Ser Gln Arg Phe Pro Lys Ala Glu

-. 305 310 315 320

Phe Ala Glu Val Ser Lys Leu Val Thr Asp Leu Thr Lys Val His Thr
325 330 335.

‘Glu Cys Cys His Gly Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala Asp
340 345 350

Leu Ala Lys Tyr Ile Cys Glu Asn Gln Asp Ser Ile Ser Ser Lys Leu -
355 360 365

Lys Glu Cys Cys Glu Lys Pro Leu Leu Glu Lys Ser His Cys Ile Ala
370 375 380

Glu Val Glu Asn Asp Glu Met Pro Ala Asp Leu Pro Ser Leu Ala Ala
385 390 395 400

Asp Phe Val Glu Ser Lys Asp Val Cys Lys Asn Tyr Ala Glu Ala Lys
405 410 415

Asp Val Phe Leu Gly Met Phe Leu Tyr Glu Tyr Ala Arg Arg His Pro
420 425 430

Asp. Tyr Ser Val Val Leu Leu Leu Arg Leu Ala Lys Thr Tyr Glu Thr
435 440 445

Thr Leu Glu Lys Cys Cys Ala Ala Ala Asp Pro His Glu Cys Tyr Ala
450 - 455 460

Lys Val Phe Asp Glu Phe Lys Pro Leu Val Glu Glu Pro Gln Asn Leu
465 . 470 475 . 480

Ile Lys Gln Asn Cys Glu Leu Phe Glu Gln Leu Gly Glu Tyr Lys Phe
- 485 490 . 495

“Gln Asn Ala Leu Leu Val Arg Tyr Thr Lys Lys Val Pro Gln Val Ser
500 505 510

Thr Pro Thr Leu Val Glu Val Ser Arg Asn Leu Gly Lys Val Gly Ser
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Lys
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Glu
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Leu
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Pro

Leu
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Leu
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Glu
535

Asn

Thr
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Glu
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Lys
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Leu
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Lys

Leu
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Glu
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Gln

Glu
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Cys
Glu
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Glu
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Leu
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25
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Phe
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Cys

Cys
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val

Phe
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Lys

Lys
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Lys

Leu
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Asn
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Leu
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Met
Val
555
Thr
Asp
His
Gln
Glu
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Cys

Lys

Phe
His

Phe

, Pro

Lys
75

His
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525
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' Met Lys Trp Val Ser Phe Ile Ser Leu Leu Phe Leu Phe Ser Ser Ala
Tyr Ser Arg Ser Leu Asp Lys Arg His Ser Gln Gly Thr Phe Thr Ser
20 25 30
Asp Tyr Ser Lys Tyr Leu Asp Ser Arg Arg Ala Gln Asp Phe Val Gln
Trp Leu Met Asn Thr Lys Arg Asn Arg Asn Asn Ile Ala Asp Ala His
50 55 60

Lys Ser Glu Val Ala His Arg Phe Lys Asp Leu Gly Glu Glu Asn Phe
65 70 - 15 - 80

Lys Ala Leu Val Leu Ile Ala Phe Ala Gln Tyr Leu Gln Gln Cys Pro
. - 85 90 - 95

Phe Glu Asp His Val Lys Leu Val Asn Glu Val Thr Glu Phe Ala Lys
100 105 110

_Tht Cys Val Ala Asp Glu Ser Ala Glu Asn Cys Asp Lys Ser Le